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PEEFACE. 



I- The Lectures which make up this volume were de- 
livered at the University and Bellevue Hospital Medical 
College during the Hessions of 1899-1900 and 1900- 
1901. I publish thepi in the hope that they will prove 
useful to students and practitioners of medicine who 
have not had the opportunity to keep in touch with 
modern research in the field of Chemical Pathology. 

I have aimed only to sketch the leading charac- 
teristics of the physiological and pathological processes 
that have come under discussion, without describing 
these processes fully or systematically. It has been 
deemed beet to omit some topics of importance which 
were presented in the Lectures, for example, the 
pathological chemiatry of gaU-stones and of fat 
necrosis of the pancreas. 

The short hst of references at the end of each 
Lectiure is designed to put the reader on the track of 
the most significant literature. 
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Gentlemen,— I propose to discuss with you dunng the 
coming session some of the problems of chemical pathology, 
not so mach from the standpoint of the chemist as fi'om 
that of the practitioner of medicine. In consequence of 
the intense activity of numerous investigators, there are now 
& very large number of observations upon the changes in 
the chemistry of the human organism in disease, and in 
many instances it has been possible to gain some insight as 
to the nature of the processes that give rise to theaa 
ebanges. It will be my la::k to bring to your notice those 
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fa^ts of chemical pathology which are moat liiely to be of 
service in the interpretation of the phenomena of disease, 
and hence most likely to aid you in the recognition and 
practical management of the derangements that present 
themselves in the course of medical practice. 

During the coming winter our talks will relate especially 
to the chemical pathology of digestion, and I invite yon to 
consider with me the following topics :— (1) The chief food- 
stuffs, and their fate in the body in health and disease; 
(2) the fermentative and putrefactive processes in the gastro- 
enteric tract; (3) the disorders of secretion and motihty 
in the digestive tract; (4) the derangements of hepatic 
function ; (3) diabetes ; (6) stai-vation and obesity. 

But before we enter on the discussion of these subjects I 
shall ask you to follow me in a sketch of the chief chemical 
defences of the organ istm against disease. It seems 
desirable to review our present knowledge of these defences, 
because it serves to emphasise the varied chemical activities 
of the cells in health, and to render more inteUigible the 
phenomena of disease that result from the modification or 
failure of these cellular functions. 

Modem pathology has made us familiar with the con- 
ception that disease is generally the expression of a reaction 
on the part of cells to injm-ious agencies. This general 
conception is fully borne out by eveiything that we know 
of the chemical reactions by which the individual defends 
itself against its organised enemies, the bacteria, and against 
the various poisons of bacterial and other origin. There are, 
indeed, modern biological observations which indicate that 
some chemical activities of a defensive sort can be carried 
on without the participation of the cell as a whole ; or, in 
other words, that fragments of the cell body are capable of 
still carrying on functions after the cell has been subdivided 
by mechanical means. But the knowledge that fragments 
of protoplasm in the disintegrated cell are capable of esert- 
ing certain chemical activities does not in the least militate 
against the general applicability of the cell doctrine to the 
explanation of pathological processes. The only rational 
conception of the abihty of the human body to defend itself 
against disease by means of chemical agencies is that these 
defences ultimately reside in the cells themselves, Many of 
the phenomena of disease are caused by the modification of 
function that occurs during the action of the cells in resist- 
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ing injurious influences. Let us coDsider the nature of this ^^H 
resistance in so i&r as it is tujcomplislied through cheinioal ^^^ 
agencies. | 

The chemical defences of the body ivre dii'ectad chiefly 
against bacteria, against bacterial toxins, and against 
poisons other than toxins formed during digestion, during ^^ 
metabolism, or introduced from without. Another impor- ^^M 
tant defence is that against bleeding, and de^iends on the ^^M 
coagulative property of the blood. ^^M 

The acidity ot certain fluids of the body constitutes a ^^ 
natural chemical defence, of a partial character, against the 
access of pathogenic organisms to the blood. Thus the 
acidity of the gastric juice in health is sufficient to destroy 
most of the bacteria introduced with the food, unless thair 
number be very large or they are taken at a period of diges- 
tion when free hydrochloric acid is present only in small 
amount. Carefully conducted expenments imfioate that 
the bactericidal action of the gastric juice ou the spirilla of 
cholera is due chiefly to the free hydrochloric acid. But 
while it is likely that many of the micro-organisms of cholera 
are killed by the normal gastric juice, there is good reason 
to thtnli that considerable numbei's may pass unharmed into 
the intestine, even where free hydrochloric acid is present in 
the concentration in which it exists normally at the height 
of digestion. This is probably true, also, of the bacilli of ^^m 
typhoid fever. We are in need of more accui-ate informa- ^^H 
tion in regard to the bactericidal action of the gastric juicQ ^^H 
than we have at present. It would be especially interesting ^^H 
to know whether persons who secrete little or no free hydro- 
chloric acid are more susceptible than others to infectiooa 
arising through the digestive tract. In young children the 
gastric juice contains no free hydrochloric acid, and it is 
possible that this accounts ia part for the susceptibility to 
digestive derangements which is observed during infancy. 

The acidity of the urine is sufficient to check the growth 
of many species of bacteria, but has no influence on others, 
When the urine is only slightly acid or neutral the con- 
ditions are much more favourable tor bacterial activity than 
If the urine is strongly acid. Whether the acidity ot the 
sweat exerts any eSect of a bactericidal nature is uncertain, 
but it is not unlikely that the volatile fatty acids which it 
contains are at least unfavourable to the multiplication of 
many speciee. In the case ot the vaginal secretion, whio' 
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also has an aoid reaotiou, due to lactic a,oid, the question of 
buoteiicidal action has been much discuseed. It appears to 
me that the balance of evidence is distinctly in favour of the 
contention that the normal vaginal secretion either checks 
the growth of streptococci pathogenic to lower animals or 
diminishes their virulence. This action has been attributed 
to the lactic acid, but it should not be forgotten that the 
presence of bactericidal elements derived from the blood j 
may play a part. ' 

Par more important than any of these external and 
partial defences against bacteria is the bactericidal action of 
the blood and lymph. The bactericidal powers of the blood 
were discovered when the effort was first made to find in 
the blood a suitable medium for the growth of certain 
"bacteria. It was found, contrary to espeotation, that 
bacteria, even pathogenic bacteria, introduced into the blood 
serum not only failed to multiply, but were more or less 
energetically destroyed. An exception to this general 
bactericidal Etotion relates to a. few varieties of bacteria, 
which by repeated passage through animals have become so 
adapted that a very small number of individuals, possibly 
a single organism, would develop if introduced. This de- 
atnictive action upon bacteria, which is one of the most 
important of the defences of the organism against disease, 
is gradually lost in from one to six months, even when the 
serum is kept sterile. The action is directed against all the 
ordinary pathogenic organisms, such as pyogenic strepto- 
cocci and staphylococci, the tubercle bacillus, the typhoid 
bacillus, &c. The chemical character of the substances on 
' which the bactericidal powers of tiie blood depend is not 
fully understood. The property seems due to the presence 
of proteids resembling the enzymes. The resemblance to 
^^^ the action of ferments consists, first, in the activity of the 

^^t antibacterial substance in small amount ; secondly, in not 

^^M being destroyed by drying ; and thirdly, in the destruction of 
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the bactericidal property through exposure of the serum tor 
one hom- to a temperature of 55° G. There is, however, at 
least one important point of difference ; for while the effect 
produced by the bactericidal substances appears strictly pro- 
portional to their quantity, the enzymes are seemingly able 
to cause changes without being necessarily used up or fixed 
in an inert compound. It is thought by some observers 
that the proteid substances which give to the serum its 
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f bactericidal action are derived from the leucocytes. Hanidn 
based this opinion on finding a relationship hetweeu the 
number ot leucocytes in the hlood and its hactericidal powers. 
The term ' alexines ' has been applied to these substances. 

There is another property of the blood serum which 
is very closely allied to its bactericidal action. This is 
the globniicidal action of the semm, by virtue of which the 
serum ot an animal, injected into the circulation of a different 
species of animal, gives rise to a solution of the red blood 
corpuscles. This destroction ot the red blood cells may be 
BO considerable as to give risa to hiemoglobinuria. Both 
the globuhcidal and bactericidal powers of the blood are 
destroyed by exposure to 55° C. for one hour. 

The globulicidal substances of the normal serum are 
designated h^molysines, whilst the bactericidal bodies are 
called bacterioly sines, these terms having their origin in the 
capacity ot the serum to destroy foreign red blood cells and 
bacteria by bringing them in solution. These protective 
substances are also known as alexines. According to the 
original conception of Euchner, the alexine or protective sub- 
stance in a particular species is present as a single substance. 
Eecent experiments, ingeniously devised by Ehrlich and 
Morgenroth, seem, however, to show that the htemolysines 
are complex bodies made up of two complementaiy sub- 
stances, which, in turn, are reeolvable into several closely 
aUied but distinct substances, The presumption is that this 
is true also ot the bacterioly sines. It is, perhaps, best to 
discard the term ' alexine,' as it conveys the erroneous idea 
that the substance is an entity. 

The bactericidal power ot the hlood is by no means 
whollydue to properties belonging to the serum, but depends 
in part upon the leucocytes. Some observers attribute the 
bactericidal powers of the leucocytes to their phagocytic 
action, which enables them to incorporate and assimilate the 
Ijacteria by a sort of digestive process. Other students of 
the bactericidal powers ot the leucocytes attribute this 
activity to alexines of a peculiar character in the body ot the 
leucocytes. It is thought that the bactericidal action of the 
senun is dependent, at least in part, upon substances which 
lire constantly escaping from the leucocytes into the serum. 
There is reason to think that the leucocyte contains bac- 
tericidal substances with different properties from those 
possessed by the globulicidal materials of the bctu'cq, Ttaii 
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one observer found that the bactericidal action of the 
leucocytes does not depend on the presence of the salts of 
the blood serum. The bactericidal action of the serum, how- 
ever, is very largely or completely lost when the salts are 
dialyaed away. Then, again, it was found that the bacteri- 
cidal material from the leucocytes has not the power of 
dissolving the red blood cells of alien species of animals. 
This, you see, constitutes an important point of difference 
from the bactericidal substances of the serum, which appear 
to be closely bound up with the globulicidal action of the 
blood. It is not quite clear, however, that the same substance 
is actually responsible for both the globulicidal and bacteri- 
cidal activities of the serum ; in other words, that the 
hiemolytio and bacteriolytic substances are identical. I think 
there is no doubt that the bactericidal powers of the leuco- 
cytes have been considerably exaggerated by some investi- 
gators. There is a growing inchnation among pathologists 
to believe that the leucocytes attack only such bacteria as 
have been already killed or somewhat injured by the action 
of Isactericidal chemical substances in the blood. To these 
substances the leucocytes contribute their share, as I have 
already explained, but this share is probably less important 
than the combined action of all the other cells of the body. 

The bactericidal action of the blood as a frhole is a re- 
markably persistent property. Even conditions which greatly 
reduce the strength of an animal do not destroy the general 
ba-ctericidal action of the blood. Thus it has been found in 
dogs that after five days' fasting the action of the blood as 
a whole and of the serum against typhoid bacilli was not 
diminished , but it is true that both the general bactericidal 
power and the specific action in particular species are often 
lessened in states of disease. 

The bactericidal action of the blooil is closely connected 
with its alkaline reaction. This reaction depends on the 
presence in the blood of carbonates and phosphates, espe- 
cially those of sodium. The alkali of the blood is present 
in two forms, partly in combination with albuminous 
materials, as albuminates, and partly in solution in the 
serum. If a cun'ent of COj be passed through the blood it 
displaces a portion of the albuminates, especially in the red 
cells, where this combination of alkali and albumin is most 
abundant. The result is that the newly formed carbonate 
diffuses into the serum and renders it more alkaline. An 
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increase in alkalinity of the serum outside the body through 
the addition of carbonic acid gives rise to a. distinct increase 
in the bactericidal power of the serum. Thus it is stated 
that the serum from the jugularveio may contain aa much as 
25 per cent, more diffusible alkali than the serum from the 
carotid blood, and poaseases correspondingly greater bacteri- 
cidal action. This fact is of much practical interest in the 
consideration of the chemical defences against bacteria, and 
it is a fact which has already been employed with some 
success in the treatment of disease. Surgeons have learned, 
in treating tuberculosis of joints, that the tuberculous process 
is rendered less active through the action of venous stasis 
at the affected point. It seems probable that such benefit as 
has been obtained from the use of this method is due to the 
increase of bactericidal action of the lymph, more than to 
that of the blood. It has been observed that in the case of 
inflammatory mdema the bactericidal power of the lymph is 
greater than that of the blood serum. This is the reverse 
of normal conditions. The bactericidal action of cedema 
lymph is also much greater than that of normal lymph, and 
Ibis diS'erence seems to be attributable, at least in part, to 
the greater content of alkah. 

Whether the increased alkalinity of the serum contributes 
to the bactericidal action of the blood through its direct 
. effect, or through its favourable influence upon the oxidative 
L powers of cells, is uncertain. It is, however, quite clear 
I that those oxidative processes in cells which are so closely 
r connected with the maintenance of life are distinctly 
favoured by the normal alkalescence of the blood, and are 
hindered when this is diminished. A considerable reduction 
in the alkalinity of the blood for a prolonged period is in- 
compatible witn the maintenance of lite. Considerable 
fluctuation in alkalescence probably occurs in many cases of 
disease, but the conditions under which the variations from 
health occur are not fully understood. I think we may say 
that in states associated with diminished alkalescence of the 
blood, such as chronic nephritis and diabetes, the suscepti- 
bihty to infections is markedly increased, but it is not certain 
that this depends on the dinninished bactericidal power of 
the serum. So far as the bactericidal action of the serum 
Is concerned, we may conclude that this property is really 
independent of the alkalescence of the blood, though it may 
be greatly modified by it. Eurthermore, it seems hkely that 
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tho bacterioly sines are derived from the cellulai' elements of 
the organism, and especially from the leucocytes. We have 
no deffnite linowledge of the chemical nature of the bacterio- 
lysines. There is some confusion as to the clinical states in 
which the alkalescence in the blood is positively diminished. 
This is owing in part to the practical difficulties attending a 
satisfactory estimation of the alkalinity of the blood. It is 
clear, however, that in diabetic coma there is regularly a. 
distinct diminution in alkalescence, and the same is true of 
some cases of nephritis. Moreover, there is eatisfactory 
evidence that the coma of diabetes depends on this reduced 
alkalescence of the blood. In this particular instance the 
reduced alkalescence is referable to the presence of a form 
of osybutyrio acid. The fact that stupor and coma may 
depend on an acid intoxication has been expen mentally *■ 
demonstrated. The diminished alkalescence of the blood io J 
auEBmias appears to be due to a reduction in the blood" 
proteids and in the alkah which belongs with them. 

Quite distinct from the bactericidal and globulicidal 
properties of the blood is its agglutinating action. You are 
doubtless aware that as the result of infection with many 
kinds of bacteria, or of the introduction of their toxins, the 
blood develops the remarkable property of immobihsing and 
clumping together the specific organisms on which the 
infection or intoxication depends. It is believed that these 
remarkable phenomena, so well displayed in the reaction of 
the blood of typhoid fever, known as WidaJ's reaction, 
depend on the presence of a proteid substance, for it is 
precipitated from blood plasma with fibrinogen and globulin. 
It also behaves like a proteid in respect to filtration and 
dialysis. 

The agglutinative property is more resistant to injurious 
agencies than the bactericidal property. The agglutinative 
action is lessened by prolonged heating at 60" C, but is not 
destroyed unless subjected to a higher temperature. 

It is important for you to recognise that the specific 
bacteriolytic and agglutinative substances have never been 
isolated as chemical compounds. This is true also of the 
antitoxic substances. Indeed, the view has been expressed 
by Behring that tho isolation of pure antitoxin is hopeless, 
since in his opinion it is a force pertaining to highly 
organised material rather than a substance, and is no more 
likely to be isolated than the magnetic force from an iron 
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magnet. This idea of the nature of the antitoxin has been 
applied also to the agglutinative and bactericidal properties 
of the blood. Attractive as 13 this hypotheeis, I do not 
think we should commit ourselves to it at present, for there 
aia some recent observations whioh speak rather in favour 
of a material separable antitoxic substance than for the idea 
that the antitoxic property depends on a peculiar physical 
state of proteid substance. 

The most reasonable view of the agglutinative property 
seems to me that of Bordet, who contends that there is an 
agglutinating agent (' agglutinine ') which acts upon an 
agglutinable substance ('substance agglutinSe'), and that the 
reaction occurs not alone with bacteria but in dead material, 
such as dead bacteria, casein, and various precipitates. 

There is no reason to believe that the agglutinating pro- 
perty ia in any way connected with the tlagella of bacteria. 
Neitner have we sufficient reason to believe that agglutina- 
tion is a specific property connected with a state of immunity. 
There is no definite relation between this property and the 
bactericidal action of the serum. Moreover, we have to 
relinquish the idea that agglutination in infectious diseases 
is a phenomenon of a strictly homologous nature, since it 
is true, for example, that typhoid bacilli are clumped by 
diphtheria antitoxin as well as by typhoid serum. 

From what has been said it must be plain that the ongin 
of the agglutinating power of the blood is still obscure. Tne 
property is doubtless given the blood as the result of cell 
activities, and probably, as in the case of the bacteriolytic 
powers, through the passage of certain substances from the 
cells of the body, including the leucocytes, into the blood. 

The antitoxic action of the organism— tli at is, the ability 
of the body to produce a substance or substances capable 
under certain conditions of neutralising the injurious action 
of bacterial toxins— is certainly one of the most remarkable 
chemical defences of the animal body against disease. Some 
animals produce antitoxic substances naturally, others only 
under certain special conditions. It is impossible here to 
enter into a full discussion of tbe nature of the antitoxic 
defences of the body. Certain features of this defence may, 
however, be briefly reviewed. lb ia now well known that 
an animal inoculated with pathogenic bacteria, or poisoned 
with the products of such bacteria, is capable of developing 
in time an immunity against tbe harmful action of the 
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same bacteria, or their toxins. This imnmnity consists in 
the ability ol the organism to destroy pathogenic bact-eria 
through the bacteriolytic action of the Blood, or to neutral- 
ise the products of these bacteria. These two actions, 
the antitoxic and the bacteriolytic, though frequently asso- 
ciated, may be entirely distinct. Thus Wassermann, on 
studying the action of the bacillus pyocyaneus, found that 
the immunity produced by the injection of the pyocyaneus 
toxin was both antitoxic and antibacterial, that is, capable 
of protecting the immunised animal against both the bacterial 
poisons and the bacilli themselves. On the other hand, the 
immunity induced by the bacilli alone was only antibacterial, 
and did not suffice to protect against the products of these 
organisms. 

The injection of the living bacteiia of many species is 
followed by tho production of an almost exclusively bacteri- 
cidal serum, while the injection of such highly specific 
toxins as those of diphtheriR or tetanus leads to the produc- 
tion of an almost exclusively antitoxic serum. 

Immunity induced by the development of protective sub- 
stances in the body is usually called active immunity, 
whereas that produced by tho injection of protective sera is 
spoken of as passive immunity. The active immunity is 
more lasting than passive immunity. One reason for this 
appears to be that protective substances formed in the body 
of an animal, or introducer! into one of its own species, are 
longer retained than when these substances have been 
formed in the body of an animal of another species, 

Much careful study has been devoted to determining the 
nature of the antitoxic action of the blood and tissues, and 
although many of the facts connected with the establishment 
of immunity are still unexplained, it has been possible to 
formulate an hypothesis which accounts for very many of 
the observed facts. The theory of Ebrlich as to the nature 
of immunity is the most ingenious and far-reaching hypo- 
thesis that has yet been proposed.' This theoiy rests on 
' SiDoe the proparation oE this lecture Ehrliah bus modilieil and 
developed his side-ohiLtii theotj of inimanit;. He emplmsieeB Ihe fact 
that toxins (whiah rcBemble proleids and proteid defiyatives in their 
ohemical constitution and origin) are capable ot unitini; with the proto- 
plsHm of living cells in virtue of the possession of groups Uke those b; 
which the nutritive proteids become nniteii to cells in the coarse of 
nonnal aagimilation. The tenri ' haptophore group ' is applied to the 
group of atoms by whiob either the toxin molecule oi "" -■-'■' 
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certain fundamental propositions that are well supported by 
facts. In the first place it is clear that the toxins which 
call forth the production of antitoxic substances in disease 
are not actually destroyed, but rather are neutralised, by the 
antitoxic bodies. This has been very clearly demonstrated 
in the experiment of Calmette with snake toxin and anti- 
toxin. In diphtheria and tetanus the antitoxin is more 
resistent to the action of heat than the toxin itself, but in 
the case of snake poison the conditions are just reversed. 
That is to say, the antitoxin is destroyed at a lower tempera- 
ture than that which destroys the toxin. Thus, upon mixing 
the toxin of poisonous snakes with the coiTesponding anti- 
toxin, so that the mixture became entirely harmless to the 
animals experimented on, it was found that on the applica- 
tion of a temperature of 68° C. the toxic properties of the 
mixture reappeared just as strongly as though no antitoxin 
had been added. Similar results have been obtained in the 
study of the toxins and antitoxins of the bacillus pyocyaneus. 
Such results as these are quite inexplicable on the supposi- 
tion that the toxin has been actually destroj'ed. 

The next proposition essential to the establishment of 
Ehrlich's hypothesis is that the action of the antitoxin on 
the toxin is of a purely chemical nature. In the case of 
the poison ricin and the antitoxic body antiricin, produced 
by its action, it has been shown that the quantity of anti- 
ricin necessary to neutralise a given quantity of ricin is 
exactly the same in the body itself, and in test-tube experi- 
ments in which there is no possibility of the cells taking 
part. These results on ricin have been duplicated in experi- 
ments upon snake poison, upon the poison of tetanus, and 
upon diphtheria toxin. They make it clear that a mere 
teid moleanle becomes attached to the receiving gioupn or 'receptors' 
ot the cells. The leBemblanee between the physiological asBimilation 
of proteid and the union of cell receptors with toxins ie illnatrated by 
the [act tfant both nutritive proteids and toxins Hre capable of inducinif 
the lonaation ot 'anti-bodies ' which stand in a specific relation to the 
stimalating iigent. Thus milk ^md various sera {i.e. nutritive non-toxic 
sobsttinces) introduced into nnimnia cause the production of substances 
capable of coagulating the pioteids inti-oduced bj entering into chemical 
union with them. According to Bhrlich, the introduction of a toxin is 
followed by an esceasive production of receptors, which are finally 
thrown off into the circulation as unused ballast. The free circulating 
receptors are the antitoxin (see Ehrlich's ' Schlussbetraohtungen,' in 
Nothnagel's Spedelle Pathologie vrid Therapie, Bd. viii., 1. Theil, 
"u Heft, s. 1C3, 1901). 
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chemical union of the tosin with the antitoxin within the ' 
body is all that is neoeesary to render the toxin harmless. 
Examples of asimilar character are well known to chemistry. 
Thus the extremely poisonous properties of cyanide of 
potassium are destroyed by a combination with cobalt, and 
carbolic acid loses its toxic action through combination with 
Bolphuric acid. 

It ia, of course, well known that the produclion of an 
antitoxic substance is not induced by all poisons. It is, 
therefore, clear that those bodies which are capable of 
exciting the formation of an antitoxin must possess some 
peculiarities other than the property of inflicting chemical 
injuries on cells. According to Ehrlich's view this peculiarity 
consists in the fact that a body capable of inducing antitoxin 
formation possesses a chemical affinity towards certain con- 
stituents of the cell which have been designated the ' side- 
chain.' This word ' side-chain ' has no histological signifi- 
cance, but rather a purely chemical one. It is a side-chain 
in the sense in which this term is employed in speaking of 
chemical compounds which, in addition to the principal or 
central group of atoms in the molecule, possess one or more 
lateral groups of atoms, which are more readily attacked or 
replaced than any other atoms in the molecule. Every 
chemist is familiar with the remarkable changes in the 
properties of bodies which take place through introducing 
new groups into such side-chains. Nevertheless, the intro- 
duction of these groups may not alter the character of tho 
central group of atoms which constitute the chemical nucleus 
of the compound. As simple examples we may point to the 
introduction of the NH^ radical into the benzol ring giving 
rise to anihn, or the introduction of the group OH giving 
rise to phenol. Similarly, we may imagine that the complex 
molecules of the protoplasm of cells are provided with various 
groups of atoms constituting the side-chain. Now, accord- 
ing to the side-chain theoiy of antitoxin immunity, the toxin 
which enters the blood is carried to certain cells, where, 
owing to the existence of special chemical affinities, a union 
occurs between the toxin and certain side-chains of the 
protoplasmic molecule. The cells of the body thus tie up 
the toxin. But the tosin thus tied may act injuriously on 
central gi-oups of the protoplasmic molecules, and in this 
way interfere with vital processes, It is this injurious 
action which gives rise to modifications in the functions of 
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ibe cells of the body is the course of toxin poisonings, and 
is aJso capable of giving rise to hietological changes. The 
union of certain vulnerable aide-chains to molecules of the 
toxin may, however, be consistent with the carrying on of 
normal processes in the cell. As the result of such processes 
there is a regeneration of side-cbalDS similar to those which 
have become united to the toxin. In fact, the injury inflicted 
on the cell through the action of the toxin (if not excessive) 
stimulates the cell to the production of side-chain groups in 
abundance, and certain of these become detached from the 
cell and enter the circulation. These pi-otoplaamic groups 
which are thrown off through the blood under the influence 
of the stimulus afforded by the toxin are nothing less than 
the antitoxls itself. The process of antitoxin formation, 
according to this conception, is thus simply an exaggeration 
of a normal cellular activity in the course of which certain 
constituents of the cell pass over into the blood. 

The same substance, or rather the same peculiarity, in the 
chemical composition of the living cell which constitutes the 
vulnerable element in poisoning by toxin becomes the cause 
of a curative action when it enters the blood. The side- 
chains are not to be regarded as exerting an antitoxic action 
while attached to the living cell, but only when they become 
a part of the blood. It seems likely that, although the side- 
chains of the cell substance neutralise the toxin just as 
-.effectively as when they are free in the blood, they can 
khardlv be regarded as effectively antitoxic, because in the 
t act of neutralising the toxin the cells suffer injuiy. 

The Ehrlicb hypothesis has been subjected to various 
experimental tests by different investigators. Thus Wasser- 
manii reasoned that if the antitoxic substance be really a 
constituent and product of the normal cell, though formed 
in excess, its presence should be demonstrable in tlie normal 
cells. The tetanus toxin actg especially on the nervous 
system, and one would expect that some evidence of anti- 
toxic powers should be exhibited by the structures, or rather 
substances, which malie up the central nervous system. 
Such an action was, in fact, found to exist. An emulsion 
of the brain of a noi'mal guinea-pig injected into a normal 
animal, together with tetanus toxin, enabled the animal to 
withstand ten times the fatal dose of the toxin. Other 
tissues than those of the nervous system gave negative 
results. These observations have been coufli*med by other 
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investigators. It has further been found that if a pigeon be 
killed with tetanus tosin the nervoua system of this animal 
possesses no tosic properties, whereas indications of the 
presence of the toxin in other tissues can be obtained. This 
fact constitutes further evidence that the toxin is neutralised 
in the central nervous system. The side-chain hypothesis of 
antitoxin immunity has met with strong opposition from 
certain investigators, and its vahdih' is still a question which 
is actively discussed. Roux and Borrel, for example, made 
the interesting observation that a different type of experi- 
mental tetanus can be induced in rabbits by introducing the 
toxin directly into the brain, instead of giving it subcuta- 
neously. It was found that the quantities required to kill 
are very much less than when the subcutaneous mode of 
administration is employed. Roux and Borrel consider that 
if the antitoxin were really produced in the brain, in ac- 
cordance with the views of Ehrlich and Waasermann, it 
should be capable of neutralising the toxin as well when 
applied directly to the brain as when injected subcuta- 
neously. But it is only fair to point out, as Weigert has 
done, that this criticism rests on a misconception of the side- 
chain hypothesis. According to this theory, the brain does 
not contain a protective substance ready-made against the 
tetanus toxin, but only produces it as the result of injury 
to the nerve cells. It must also be admitted that the direct 
application of the toxin to the brain brings the poison into 
contact with the nerve cells in much more concentrated 
form than when it is introduced subcutaneous ly. This 
difference in the mode of application of the toxin is so great 
that it is hardly fair to make comparisons of tlie two methods, 
in the expectation that they will yield the same results. 

Other objections to EhrUch's side-chain theory have been 
raised by the Metschnikoff school of investigators, who con- 
tend against a purely chemical explanation of antitoxin 
immunity. In their view this immunity is due to biological 
processes, in which the leucocytes play a principal part, a 
part in some way bound up with the phagocytic action of 
the leucocytes. Thus Metschnikoff emphasises the fact that 
the exudate which follows the injection of bicarbonate of 
soda into the peritoneum in an animal actively immunised 
possesses a stronger antitoxic action than the blood itself, 
and also contains many more leucocytes than the blood. 
To this it may be said that the stronger antitoxic power of 
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the exudate can scarcely be referable to the rich content of 
leucocytes, Biuoe it is possible to induce an exudate in other 
pai'ta of the body, in the same animal, which poBsessea a, 
very weak antitoxic power, notwithstanding the presence of 
large numbers of leucocytes. NevertheleBS, it oaanot he 
denied that the leucocytes play a part in the production of 
some form of antitoxic immunity, though by no means an 
exclusive one. The difficulty is to definitely determine their 
r6le. 

FThe objection to the side-chain theory has also been 
iaed that it fails to explain the circumstance that diphtheria 
an, neutralised outside the body by means of antitoxin, 
Dontinues to stimulate the production of antitoxin when 
injected into the body. But if it be true, as already stated, 
that the toxin and the antitoxin enter into a chemical union 
which does not actually destroy the chemical structure of 
the toxin, it is conceivable that the poisonous action of the 
toxin may he greatly modified without depriving the neutral- 
ised toxin of the power to stimulate the production of anti- 
toxic aide -chains. 

It is a significant fact that specific antitoxic substances 
normally present in the blood of certain animals. Thus 
illon. Park, Atkinson, and others have found that more or 
of the antitoxin of diphtheria is present in the blood of 
all horses. In some the amount is small, but in others it is 
equivalent to three antitoxic units to each cubic centimeter 
of the serum. Now we can hardly assume that diphtheria 
bacilh have induced antitoxic production in all horses. It 
is more reasonable to suppose that the antitoxic substance 
is normally formed by the cells of the horse, and thrown out 
into the serum without any introduction of diphtheria toxin. 
On the whole, it seems more likely that the antitoxic and 
protective substance is foi^ned as the result of stimuli to 
normal cells rather than to an actual injury of cells. The 
nature of the stimulus that results in the formation of 
diphtheria antitoxin in normal horses is quite unknown to us. 
It is to be remembered, in any consideration of im- 
munity, that unless the cells of an animal contain substances 
OApable of being injured by toxins, the introduction of such 
ixias is not followed by the development of symptoms ; 
le same toxins brought in contact with other cells, pro- 
ided with vulnerable substances,' are no longer inert and 
Ebrlioh'B ' receptora.' 
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harmless. We have here the explanation of the natural 
immnnity of some ammals to powerful toxins, esamples of 
which are the esemption of the grey rat to diphtheria toxin, 
and the iramunity of the hen to tetanus. It seems prohable 
that the amount of sensitive Buhstance in the cells of any 
animal influences distinctly its susceptibility or immunity to 
bacterial poisons, 

The interesting observation, recently reported by Park 
and Atkinson, that in diphtheria there is a close connection 
between the globuUn of the blood and the antitoxic strength, 
harmonises with the side-chain hypothesis in ao far as it 
indicates that the antitosio substance is the product of 
general cell activity. Modern physiological studies teach us 
to regard the gloDulins of the blood as arising from the 
activities of several different kinds of body cells. Now 
Atkinson finds that the stronger the antitoxin production in 
horses the greater is the percentage of globulins in the serum. 
If all the globulins be precipitated, all, or nearly all, of the 
antitoxin is thrown out at the same time. When the different 
globulins are thrown out at different temperatures, portions 
of the antitoxin ^o down at each precipitation with the 
globnlin. While it is by no means clear that the antitoxin 
is a globulin, the proportionate increase of globulin and 
antitoxin suggests this possibility in the case of the diphtheria 
antitoxin. 

Eecent studies by Pawlowski indicate that in immunised 
animals the different organs and different kinds of cells are 
very unlike in the amount of protective substances which 
they contain. Thus in guinea-pigs the bone marrow and the 
Spleen were found to have most influence against the 
staphyloccus pyogenes aureus, whereas the celts of the liver 
and brain had little effect, These inequalities in the pro- 
tective action of different cells help us to explain the dis- 
tribution of bacteria in disease. In the case of n on -immunised 
animals, even greater inequaUties in the distribution of 
protective substances are observed. 

The side-chain explanation of antitoxic immunity is, after 
all, only a highly ingenious hypothesis, well worthy of con- 
sideration. One reason why I have dwelt on it here is that 
it gives us an excellent vantage-ground from which to review 
many of the prominent facts of antitoxic immunity. 

You are, of course, aware that in recent yeara much 
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attention has been devoted to the subject of serum therapy, 
and that a considerable degree of therapeutic success has 
been achieved in the human aabject through the use of anti- 
toxic sera. The use of the anti -diphtheritic serum is now 
lirmly established. The serum of tetanus is only preventive 
and not usually curative, very likely owing to the tact that 
the antitoxin, as ordinarily introduced, dqes not combine 
with the toxin, because of the previous union of the toxin 
with the protoplasm of the nerve cells. The Calmetto 
serum against snake-poison is apparently ulso an antitoxic 
serum. Other sera have been tried without therapeutic 
success. This is -true of those against cholera, the strepto- 
coccus, the pneumoeoccus, the bacilli of typhoid, and other 
organisms. These sera are capable, to some extent, of 
killing the bacteria in question and of dissolving them ; but 
they do not eEfsctually destroy the bacteria iu septic states, 
nor do they neutralise the poisons which the bacteria pro- 
duce, and are of little or no curative value. They are 
bactericidal to some extent, but not antitoxic. 

Ehrlioh and Wassermann have recently offered an in- 
genious explanation of the failure of these sera to exert a 
therapeutic action. I have already mentioned that Ehrlich's 
experiments indicate that the bactericidal and globulicidal 
properties of the serum are dependent on more complex 
conditions than baa been hitherto supposed. According to 
his most recent view at least two different bodies are neces- 
sary to render a serum bactericidal. One is the inter-body 
or tmmimising body, the other is what he calls the end-body 
or co«vplei>ie:itt (formerly called addiment). The presence of 
at least two distinct sunstances in hemolytic serum is shown 
hy the following considerations. The repeated injection of 
red blood-cells of one animal {e.g. goat) into the blood of an 
animal of another species (e.g. sheep) after a time renders 
the latter animal immune to further injections, and at the 
same time causes the production of a serum which dissolves 
i-eodily the red blood-cells of the first animal. The hemo- 
lytic property of the serum is destroyed by heating to 56° C. 
for halt an hour, but returns when fresh serum from the 
tirat animal (goat) is added. The specifio immunising 
substance formed in the sheep is called the immimc-body. 
Tho feiTuent-like body which is destroyed by heat is the 
complement. The latter is not specific, since it is furnished 
' f the hlood of animals which have not been immunised, 
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but it ia eflsential to the formation of a hiemolytic serum. 
The immune-body is bulieved by Ehrlioh to have two 
haptophore groups, cue which connects with the receptor et 
the red cells, and one which unites with the haptophore 
group of the complement, and thus makes poBsible the 
action of the £erment-hke complement on the red cells. 
Similarly, in the case of bactericidal sera, there ai-e two 
substances necessary to the solution of the bacteria, an 
immune-body which fixes the bacterial receptora, and links 
the bacteria to the complement, whicli then exeiis its 
destructive action on the micro-organisms. Thecnd-body is 
a sort of digestive ferment which is capable of dissolving 
bacteria. It is present in normal scrum, but can act only 
when it is bound to the bacteiial cell by means of the immu- 
nising body. While the end-body is present in normal 
serum the immunising body is present only in amounts too 
small to be effective. The various an ti -bacterial sera which 
have proved therapeutic failures are rich in the immunising 
body, but probably too poor in the ferment-hke end-body. 
It seems reasonable to beUeve that by increasing aufficiently 
the quantity of the end-body many sera may become thera- 
peutically efficient in the human subject. 

Wassermann has already obtained highly interesting 
results iu animals by working on the hj-pothesis just 
described. By adding the fresh serum of normal animals to 
the an ti- bacteria! typhoid aerum containing an abundance of 
the immunising body, he succeeded in keeping abve guinea- 
pigs so infected with typhoid bacilli as invariably to die when 
treated with the almost useless immunising serum only. 
This result is attributed to the large quantity of the end- 
body contained in the normal aerum. We cannot foresee" 
to what therapeutic results the experiments conducted on 
these lines may lead. 1 strongly recommend you to read 
the papers of Ehrlich and Morgenroth on 1 ' ' 
they open up an entirely new field of study,' 

' Sinoe the imblicatioo o( the papers given in the list of reterences 
these writers hme made other imporlaDt cantributionH to the sabjecf ot 
hrewolytio setft (see Deri, kliit. Wockciiachr., Noa. 31 sad 31, 1900; 
N'o. 10,1901). This work upon h^molysines in importajit because it 
t'ivea UB a new method of studying the biolojjIcaJ characters of the blood, 
aud because the oonditioos whiob lead io the tormalion ot heemoljtio sera 
closely lauRit'le the oonditioDft for the pioductiou of bacteriolytic eeia. 
We Du; oDofldeiitly expect in^rtant therapeutic methods to arise from 
etudiee pursued tiang (lie liueE opeoed by Ehrlich and Morgenroth. 
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It is iustructive to eonsidei' some of the ehcniica,! 
liffenoes of the organism ayainat poisons other thun toxins. 
Many of these bodies are formed during the process of 
normal digestion, and some of tliem are apt to be formed 
in more than usual amount during certain disturbiinces of 
digestion. Thus acetic and lactic acids, derived from carbo- 
hydrate food, and phenol and indol, formed from the piitro- 
factive cleavage of proteids in the digestive tract, may he 
produced in considerable amounts in pathological states. 
Other examples of digestive products, with somewhat poi- 
sonous properties, are the albumoses and peptones, which 
occasion characteristic disturbanceB when introduced directly 
into the circulation. Another -class of toxic substauccs 
which deserve attention are those produced in the com^e of 
metabolism — e.g. ammonia and certain oxy-acids, including 
j8-oxybutyric acid. Various internal secretions of glandular 
oi'gans aie capable, when formed in excess or when imper- 
fectly neutralised or imperfectly utilised in the organism, of 
giving rise to toxic symptoms. The failure of certain in- 
ternal secretions to he produced in sufficient iLmount may 
also be the occasion of marked disturbances in nutritiou, 
This is the ease with defective secretion from the thyroid 
gland, which results in the excessive accumulation of mucin 
in the blood and certain tissues. Still a third class of 
poisons is to be considered. These ore poisonous substances 
wtroduced from without, tor the most part by way of the 
mouih. An example of such a poison is alcohol. 

Prominent among the chemical defences wliich operate 
against poisonous action of substances belonging to the group 
which I have just mentioned are the oxidative processes 
and the decompositions which attend these processes of 
oxidation. Secondly, these defences include certain processes 
of hydration and dehydration which are of common occur- 
rence in the organism. Thirdly, they include various 
syntheses which possess a very considerable importance in 
bringing about detoxication within the body. We will con- 
aider in turn some of the leading featuies of these different 
types of chemical defence. 

Taking first the oxidative processes which go on in the 
body, together with certain highly important decompositions, 
we are impressed at the outset with the wide distribution of 
such processes. The capacity to carry on piocestes of oxi- 
•diition at the normal temperature of the human body 'n 
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OUB of the most remarkable a.nd fundamental of all cellular 
aotivitieB. Even at the present dny it Ja by no means clear 
how it la that the cells of the body are able to take from the 
red blood cells a. supply of common or neutral oxygen, and 
by means of this oxygen to carry on a liighly active process 
of combustion, a process throngh which the vavioua complex 
molecules derivea from the different food-stuffs are broken 
down into simpler substances with a yield of living energy. 
We know very well, for example, that, no matter bow in- 
timately the ordinary oxygen of the air is brought in contact 
with fat at the body temperature, there is no combustion 
whatever. Yet fat is easily burned by means of oxidation 
carried on in the cells, 

Several views exist as to the nature of the normal oxida- 
tive process. According to one of these views, oxidation 
occurs in consequence of a splitting in the oxygen molecules, 
whioh causes a separation of two atoms of active oxygen. 
The separation of the oxygen molecule into atomic oxygen 
gives it the characters of tne nascent gas, and thus permits 
the energetic action upoa oxidisable materials in the cell, 
in this theoiy it is not quite clear what occasions the split- 
ting of the molecules of oxygen. According to a view which 
was strongly advocated by the distinguished investigator 
Hoppe-Seyler, the oxygen atom is set free by the action of 
nascent hydrogen, which is formed in the course of certain 
decompositions — for example, in butyric acid fermentation. 
It is assumed that a somewhat similar decomposition with 
the liberation of hydrogen takea place in the cell, and that 
this is the cause of a split in the oxygen molecule. 

It is probable that the presence of iron in the nueleo- 
proteids of the cells plays an important part in giving 
oxygen to' the cell itself. As is welt known, oxides o! iron 
Gxist in two forms — a ferrous form, in which there ia a. 
smaller proportion of oxygen, and a fen-io form, in which 
there is a larger proportion. It ia well established that the 
ferric compound is easily reduced to the ferrous state, and 
again easily oxidised to the ferric state. Assuming that 
iron exists in the protoplasm of cells in different degrees of 
oxidation, it is easy to see how iron comparable to that in the 
ferrous state would readily take up oxygen from the blood 
and be changed to the ferric state, only to be immediately 
rednced again to the ferrous state by yielding the new atom 
of oxygen to the cell itself. In this way wa may imagine 
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that there la a continuous series of reductions and oxida- 
tions in the iron compound by means of which the oxygen 
of the blood is transferred to the cell. This oxygen, loosely 
held by the cell, is utilised by the cell -substances in effecting 
oxidations in food material which it is engaged in appro- 
priating. That the cells of the body generally are capable 
of bringing about oxidative changes can be demonstrated 
even in the case of cells that have beeu removed from the 
body. If the cells of any pareuchymatous organ, finely 
divided into a pulp, be brought in contact with easily 
oxidised substances, such as formic or acetic aldehyde, these 
compounds are readily oxidised to the corresponding acids, 
formic and acetic. Similarly, benzoic aldehyde is oxidised 
to benzoic acid, and arsenious to arsenic acid. It is a 
peculiarity of all these oxidations that they are easily 
brought about. In fact, they occur to some extent, and 
slowly, on exposure of these substances to the air. The 
oxidations which go on in the cell are, iu part, of this 
siinple character; but there are others of a very different 
kind. For example, the oxidation of the sugai-s involves a 
degree of oxidative energy very much greater than that 
whieh is exhibited by the cells outside the body. The con- 
ditions which enter into these more difficult oxidations are 
only imperfectly understood. It is assumed by some students 
that the presence of a special enzyme or ferment is an essential 
condition in the oxidation of substances like sugars and fats, 
and is also essential to the disruption of their molecules into 
simpler substances. In the case of sugar there is, indeed, 
some evidence that the splitting and oxidation of the carbo- 
hydrate molecules occur under the influence of a ferment- 
like substance furnished to the organism by the pancreas. 
It is not (juite clear whether the oxidation precedes the 
decomposition or splitting of the molecule or follows it. 

I have indicated to you that the presence of iron in the 
cells is essential to the oxidations which they carry on. A 
condition equally necessary to these processes is the main- 
tenance of an alkahne reaction in the fluids which bathe the 
surface and permeate the interior of the cell. The requisite 
alkalescence is furnished by the alkaline carbonates and 
phosphates of the blood. Now please observe that this 
alkalescence is ultimately referable to the presence of 
hydroxyl (OH) ions in the blood and lymph. Thus sodium 
Cftrbonate (NajCOa) in the presence of the water of tha 
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blood may be regarded a,s existing in the blood us the hypo- 
thetical carbonic acid {HjCO,) and Bodium hydroxJdB 
(NaOH). The eqiiation shows this relation : — 
Na.COa + 2H5O = HaCOj + 2NaOn. 

The hypothetical carboaic acid undergoes dissociation 
only a, limited estent. On the other hand, the sodium 
hydroxide is readily dissociated (see Lecture TV.) into its 
positive and negative ions, thus : — 

+ - 
NaZOH. 

We are as yet entirely ignorant of the way in which the 
hydroxyl ions play their part in aiding oxidation, and are in 
the field of speculation when we undertake to offer an ex- 
planation. It ia conceivable that these ions act directly in 
the oxidation of protoplasm, either by the replacement of 
hydrogen atoms or by a liberation of (nascent) oxygen 
simultaneous with the formation of water. But it is also 
possible that these ions act indirectly through the ahihty of 
hydroxides to dissolve the carbon dioxide constantly formed 
by the cell, and thus at the same time free the cell from 
something which mechanica,lly interferes with the appro- 
priation of oxygen and afford a condition favourable to the 
transportation of the carbon dioxide to the lungs. 

I wish now to give you a few examples of oxidative 
changes which protect the organism against the action of 
poisons. We may take first the oxidation of indol. Indol is 
an aromatic substance formed in the course of the digestion 
and putrefaction of proteids in the intestine. In some 
pathological conditions it ia formed in large excess. It 
possesses distinct, though not very marked, toxic properties. 
Indol is absorbed as such from the intestinal contents, and 
enters the body. Somewhere in the body, perhaps espe- 
cially in the cells of the liver, indol is oxidised to indoxyl. 
This oxidation ia apparently an essential step to the union 
of the radical indoxyl with sulphuric acid. This union or 
synthesis occurs largely in the liver cells. As a result there 
is formedanewsubatance, the indoxyl sulphate of potassium. 
This new body is much less toxic than indol, and is readily 
eliminated by the urine. In this case the process of oxida- 
tion merely constitutes a link, although an essential link, in 
the process of detoxication. Another example of the detoxi- 
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eating action of oxidntive processes is seen in the ease of 
acetic aoid, which is often formed in excessive amount in 
the course of fermentation of carbohydrates. Acetic acid 
possesses only slight toxic properties in the quantity in 
which it ia ordinarily absorbed, even in pathological con- 
ditions. But it may have deleterious effects when continu- 
ously introduced even in small amounts, although the nature 
of these effects is not fully understood. In the body the 
oxidation of acetic acid leads first to formation of formic 
acid, carbonic acid, and water. The carbonic acid is ehmi- 
nated by the lungs or utibsed in the body. The formic acid, 
through still further oxidation, breaks down into carbonic 
acid and water. These various changes are indicated by 
the following equations : — 

Acetic acid : CH3COOH -I- O, = H.COOH + CO, -|- H,0. 
Formic acid : H.COOH -I- O = HjO -f- CO,. 

Slill another example is the oxidation of ethyl alcohol in 
the body. The human organism in health is capable of 

_ burning a certain quantity of alcohol into carbonic acid and 

Lvater after first producing ethyl aldehyde and acetic acid. 

I Ethyl alcohol : CjHs.OH + O 

r = ethyl aldehyde CHa.CHG -|- HjO. 

Ethyl aldehyde : CH,.CHO -t- = CH3COOH. 

There oan be little doubt that this destruction of the alcohol 
molecules operates to protect the cells against injuiy at the 
same time that the alcohol is utilised as a food-stuff. 

There are many other esamplea of the detoxicating effects 
of oxidation upon harmful chemical agents. 

Whether processes of oxidation play a rdle in the de- 
velopment of antitoxic substances under the stiraiiluH of 
bacterial toxins is a question which cannot be answered at 
present. 

Processes of reduction, that is, chemical processes 
involving the removal of oxygen from compounds containing 
this element, are as prominently concerned as oxidations 
in the physiological activities 01 the cells, Indeed, these 
reductions are the necessary accompaniments of oxidations, 
the two occurrences, oxidation and reduction, standing in a 
reciprocal relation to each other. The formation of reduo- 
ii^ aubstaooes jn fermentation and putrefaction is well 
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known. We know, for example, that when sugar undergoalfl 

butyric acid fermentation there is a liberation of free hydnwB 

gen, thus ; — ■! 

CeHnOn = C.Ufi^ + 2C0, + 2(Hs). I 

Now we assume that when easily oxidisable bodies lika, I 
hydrogen are produced daring fermentation the oxygenJ 
molecule (0^) is split into its atomic state, one atom oil 
oxygen uniting witn two of hydrogen to form water, while 
the remaining oxygen atom is liberated with the osidising 
properties of the nascent gaa. 

In the animal organism easily oxidisable substanoes, 
that is, reduoing substances, are constantly being produced 
by the cells. This is evident from the fact, first observed 
by Ehrlich, that alizarine blue, indophenol blue, and other 
colouring mattarg lose their colour while in the cells and 
fluids of the body by piirtiog with their oxygen to regain 
their colour on exposure to air. It is evident also from the 
observations of Ludwig and Alex. Schmidt that readily 
oxidisable reducing substances accumulate in the blood of 
animals deprived of oxygen. 

We are ignorant of the conditions that determine the 
production of these reducing substances from protoplasm. 
There is some reason to believe that unorganised ferments 
or enzymes are essential to some of the cleavages of proto- 
plasm and, perhaps, also to the oxidations that follow such 
cleavage. It is clear that some of the reducing substances 
present in oells are very readily oxidised, while others, like 
the carbohydrates and fats, are much more stable and 
resistent to oxidation. According to what is perhaps the 
moat reasonable view, the oxidation of the readily oxidisable 
substances occurs in the manner just described with the 
liberation of nascent oxygen, which is capable of oxidising 
the more stable substances such as fat and glucose. Or, to 
state it somewhat differently, the readily oxidisable sub- 
stances split the oxygen molecule during their own direct 
oxidation, and by virtue of this cleavage, with liberation of 
nascent oxygen, these direct oxidations are the Indirect 
means of oxidising fats and carbohydrates It appears, 
however, at least in the case of glucose, that the presence of 
a special ferment is essential in some way to oxidation ; and 
this may be true also in the case of fats. 

A failure in the oxidative functions of the cells leads to the 
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impaired combustioa of sugar and its appearance in the urine. 
Similarly a failure to burn sugar or fat, or both, may lead to 
the appearance of pathological organic acids in the urine. 

Processes of hydration and dehydration, like those of 
oxidation and reduction, play a part in augmenting or 
decreasing the toxic properties of certain substances belong- 
ing normally to the animal organism. For example, the 
conversion of albumins into albumoses and peptones is a 
process involving a oleavageof the proteid molecule, together 
with the taking up of the elements of water or the hydroxyl 
group OH. These proteid products of digestion are well 
known to exert a tosic influence on the nervous system when 
introduced directly into the circulalioo. In health bodies of 
this character cannot be found in the blood, and it is known 
that even after peptones or albumoses have been experi- 
mentally introduced into the blood-stveam they quickly 
disappear. We are justified in making the inference that 
these substances become converted into some harmless 
nutritive proteid through the action of special cells. It has 
been generally thought that this substance is serum albumin, 
and that it is produced through changes just the reverse of 
those by which native albumens are converted into albumoses 
and peptones, that is, a process of dehydration. It has also 
been generally thought that this conversion is accomplished 
chiefly, if not wholly, by cells forming a part of the structure 
of the intestinal walls in the course of the passage of the 
digestive products from the intestine into the vascular system. 
Some writers have attributed this action to the epithelial 
cells themselves ; others have referred it to the lymphoid 
cells and leucocytes which crowd the intestinal walls during 
digestion. While there are objections to these views there 
is little doubt that in some way the albumoses and pep- 
tones, which possess toxic properties in some degree, are 
ultimately converted into the nutritive blood proteids 
normally present in the blood. 

I wish now to call your attention to the important part 
which synthetic processes play in ridding the organism of 
substances possessing toxic properties. You are of course 
well aware that the human body, like that of vertebrate 
animals in general, is characterised by its very active decom- 
positions, which are usually attended with oxidation, 
ihrough which the body maintains its animal heat 
ilo muscular power. These destructive and disrupt!' 
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occurrences are, as you know, distinctive of anim£j 
compared with the life of plants. Plants are capable of 
utilising very simple substances, and of uniting them to form 
substances consisting of much more complex molecules. 
Thus from carbonic acid and water they manufacture the 
carbohydrate materials which they store so plentifully. 
Even their complex proteids are built up from comparatively 
simple molecules : from ammonia, which they get from soil, 
and from nitrites, which have been formed by the nitrifying 
bacteria of the aoil. But bhe distinction between animals, 
as disruptive agents, and of plants, as synthetic organisms, 
must not be too sharply drawn. Although the disruptive 
activities of animals are highly oharacteriBtic, and prepon- 
derate over those of the constructive type, syntheses go on 
to a very considerable extent. These syntheses are not only 
of much importance in building up various constituents of 
cells, but they are also capable of taking on a detoxicating 
action. Among the prominent physiological syntheses which 
are constantly going on are the formation of fat from carbo- 
hydrates and the formation of hcemoglobin. These are 
pre-eminently nutritive syntheses. The detoxicating syn- 
theses are probably more numerous and more complex than 
we are fidly aware. Some of these processes have been care- 
fully studied— c.jf. those syntheses which involve the com- 
bination of aromatic substances with sulphuric acid with the 
formation of the so-called ethei-eal sulphates. Two of these 
ethereal combinations of sulphuric acid are known to possess 
considerable practical importance. One of these rekites to 
phenol, another to indol. Both these substances are formed 
in the intestines as a result of the cleavage of proteids. 
Frequently they are formed in considerable excess. They 
possess toxic properties, and when brought into contact in 
their unchanged form with the elements of the nervous 
system are capable of setting up marked derangements of 
function, and probably even histological changes. But the 
nervous system is screened from the action of these bodies 
and others of a similar cbai-acter through a combination with 
sulphuric acid. This sulphuric acid is furnished by the 
organism, perhaps chiefly by the hver cells. The importance 
of this synthesis to the organism lies in the fiu:t that the 
new-formed compounds are far leas toxic in their action than 
either phenol or indol. I have already mentioned to you 
that in the case of indol there is first an oxidation to indoxyl, 
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and it is this radical wliich combinea with sulphuric acid to 
form an indoxyl sulphate of potassium. In the case of 
phenol no suoh intermediate oxidation is known to occur. 

There are other acids than sulphuric that are capable of 
pairing with aromatic bodies lite phenol and indol, probably 
with the result of lessening the toxic action o( the latter. 
One of these acids is glycuronic acid {G00H.(CH.0H)4CHO). 
which represents an early stage of oxidation of glucose. In 
health the amount of this acid which finds its way into the 
urine in aromatic combination is small. When, however, 
the amount of sulphuric acid does not suffice to pair with 
all the aromatic substances in the organism, glycuronic 
acid fills the requirements, and may be excreted in con- 
siderable amount. It is also well known that after the 
administration of large doses of camphor the urine contains 
a large amount of glycuronic acid. Indeed, recent unpub- 
lished experiments by Halsey show that enormous quanti- 
ties of glycuronic acid, equivalent to the carbohydrate 
moiety of the proteid molecule, are eHmiuated as campho- 

^ glycuronic acid under certain conditions. Naphthol, horneol, 
menthol, turpentinol, and many other aubstancea pair with 
glycuronic acid. 
In studying the manner in which the cells of the body 
■ act upon phenol I observed a highly interesting pheno- 
menon. Tola is the capacity of the cd.la to tie the phenol 
to their protoplasm in some loose combination, pending the 
time required to produce the sulphuric acid necessary to 
effect the synthesis just mentioned. It we introduce a 
certain quantity of phenol into the circulation of a rabbit, 
and bleed the rabbit to death, we find that the liver contains 
phenol at first, but that this phenol soon disappears if the 
removal of the liver be delayed. I found also that the 
liver pulp outside the body has the capacity to unite with 
phenol in such a way that the phenol cannot be recovered 
by distillation. That this union of the cell protoplasm with 
phenol is only temporary is indicated by the fact that all the 
phenol introduced can be quickly recovered through the 
urine, united to sulphuric acid. This recovery of the phenol 
would not be possible were the combination with the cells a 
stable combination. It was found that the behaviour of the 
cells towards indol ia aimilar, and we may suspect that there 
are many toxic agents which are thus held in loose union to 
cell protoplasm. Our observations on the union of the cell 
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protoplasm with phenol and indol are of interest in conneCi I 

tion with the views oE Ehrlich as to the union of bacterial i 

tosine with the side-chains of protoplasm. It is possible 

that the complex proteid molecule is able to modify the 

toxic properties of many substances by effecting a union 

• between certain side-chains and these toxic substances, and 
this is probably one of the most important defences of cell 
protoplasm. 
Another synthesia of great interest physiologically, though 
of somewhat leas interest than phenol and indol from tiie 
standpoint of pathologj-, is the combination of benzoic acid 
and glycocoll. Whenever benzoic acid enters the body 
(from vegetable food-stuffs) it unites with glycocoll to form 
hippuric acid, and is excreted as such by the urine. This 
highly interesting synthesis is thought to occur mainly in 
the kidneys — at least in the case of dogs. In the human 
^^ subject it is not unlitely that other cells than those of the ^^ 

^^L kidney contribute to effect this union. To what extent this ^^^ 
^H particular synthesis can be regarded as operating to detoxi- ^^M 
^H cate the organism is a question which cannot be definitely ^^H 
^H answered, since it is not clear that benzoic acid, in tba ^^H 
^H ordiuai-y quantities in which it is taken into the body, exertfl.^^^| 
^H any toxic action. ^^^| 

^V A much more important synthesis is that which occurs ^^H 

in the formation of urea from the nitrogenous waste of colls 
throughout the body. In the course of the physiological 
breaking down of the protoplasm of cells the proteid mole- 
cule normally becomes decomposed in such a way that a ^^ 
I portion of its nitrogen eventually exists in the cell in the ^^H 
form of ammonia. This ammonia is wholly a waste pro- ^^H 
duct, and represents the last stage of metabolism. The ^^H 
quantity of ammonia formed in this way is very consider- ^^B 
able, and is important on account of its decidedly toxic 
properties. It is thought that the ammonia thus formed 
in the different tissues is liberated as such, to be combined 
very soon afterwards into urea, through union with the 
carbonic acid of the blood. The formation of urea from 
ammonium carbonate by dehydration is expressed by the 
following equation : — 
{NH4),C0a— 2HjO=CO{NHj).j. 
There is no doubt whatever that one of the waj's in which 
urea arises is from a union between animonia and carbonie J 
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acid. It is not entirely clear, however, just what are the 
intermediate stages ol the transformation. It is probable 
that ammonium carbonate, or possibly oarbamic acid, is formed 
as an intermediate step, the former pi-ocess being, I think, 
the more likely, There is no doubt that this process goes 
on, especially in the cells of the liver ; and some investigators 
believe that it occurs there exclusively. But there is satis- 
factory experimental evidence for believing thftt the liver is 
not the exclusive Be[it of this synthesis, and that it occurs to 
a less extent in the muscles, and perhaps in the tissues 
generally. These interesting questionB as to the nature of 
the intermediate products in tlie formation of urea, and of 
the seat of the urea synthesis, are somewhat aside from our 
principal theme. What I wish here to emphasise particularly 
IS the fact that urea, though by no means devoid of toxic 
properties, is much less poisonous to the organism than 
ammonia. Hence the synthesis of which I huve been 
speaking is to he regarded as distinctly piotective to the 
body. Urea is not only less poisonous than ammonia, but 
it is less poisonous than the salts of ammonia, e-g. the 
ammonium carbonate. It is not only less poisanous than 
ammonium carbonate, but possesses very remarkable diuretic 
properties. As a result of these diuretic properties, urea 
removed from the blood by the kidney almost as soon as 
is formed, and, as a consequence, the percentage of urea 
the blood ia, in health, remarkably low. 

I wish now to say sometmng about a noteworthy 
synthetic process to which investigators have called atten- 
^.on in recent years. This is the process of methylation. 
'he methyl group ia a radical of methane or marsh 
Now this group (CHj) appears to be furnished by 
n radicals in the protoplasm of the cells, and under 
(avonrable conditions the methyl group ia united to sub- 
stances which are brought into the body. This process of 
methylation is carried on, for instance, when the substance 
oalled pyridin is brought into the organism. Pyridiu is 
nothing more than benzene in which one CH group has been 
replaced by nitrogen. The pyridin introduced into the body 
becomes methylated through a combination with the methyl 
' idical, and finds its way into the urine as methyl pyridin. 
special interest attaches to this methylation of pyridin, 
lause many of the alkaloids contain a pjTidin radical, 
seems probable that the methylation process at least 
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facilitates the elimination of pjiidin, and it may have somi 
influence in depriving it of toxic properties. 

A similar process of methylation occurs when the metals 
selenium and tellurium enter the body. The interest 
attaching to the fate of these metals is mainly theoretical, 
iiiaHmuch aa they seldom find their way into the organism, 
eiiLcept in connection with experimental studies. It is, 
however, worthy of note that a certain proportion of the 
tellurium that enters tlie body is again excreted by the lungs 
and urine in the form of methyl teUurium. 

Before taking leave of the subject of the chemical de- 
ftincea of the body against poison I wish to call your 
attention to the arrangements by which it is possible for the 
organism to neutralise any excess of acids that may be 
formed within the body, or that may be introduced fi-om 
without. I have ah'eady ensphasiBed the importance of the 
alkalinity of the blood for the carrying on oi oxidative and 
other vital activities in the cells, and have tried to impress 
on you the gravity of any distinct diminution in this 
alkalinity. In health the alkalescence of the blood probably 
varies only within narrow limits, and whenever it happens 
that owing to defective oxidations certain acids which should 
be burned accumulate in the organism, it is of the first im- 
poi-tance that this acid should be disposed of in some way 
which will not involve any reduction in the alkalescence of_ J 
the blood, t 

In llie course of disease it happens not infrequently M 
that organic acids either are formed in excessive amounts. 1 
in the course of metabolism, or, what is more likely, fail 
to be burned as in health, What becomes of this excess of 
acid? How does the organism protect itself against the 
consequences that must arise from the presence of a free 
acid in considerable amounts ? Any free acid which ie 
formed is at once neutralised by combination with certain 
bases, which are always available for this purpose. We are 
not altogether clear as to the details of this process of 
neutralisation, but it is evident that there are at least two 
sources of alkah which can be used for this purpose. One 
of these is the carbonate, especially the sodium carbonate, 
of the blood, to which the blood largely owes its alkalesoenoa. 
It is easy to see bow the inti-'oduction of a free acid into the 
blood woidd be followed by a union of this acid with the 
alkali of the carbonate, accompanied by a siinultaneoua dis- 
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t of carbonic acid and its liberation by the Iiinga. 
But such Oi displacement of carbonic acid would necessarily 
somewhat ruduce the alkalescence of the blood, and this is 
precisely what happens in eome acid intoxications, as, for 
example, i " 



acid and other organic acids. The sodium derived from the 
carbonate vrhich contiibutes to the neutralisation of the acids 
is eliminated by the kidneys, and thus becomes the means 
of ridding the organism of an injuriouB aubstance. Pro- 
bably it happens in the course of every acid intoxication that 
a certain amount of the carbonate of sodium or other alka- 
line Bait is acted upon in the manner that I have just 
described. But it is certain that this particular mode of 
neutralising an acid may sometimes play a comjiaratively 
insignificant r6le, and may lead to only an unimportant 
reduction in the alkalescence of the blood. This is because 
there is another base which is constantly available in Tory 
considerahle quantities for the pm-pose of neutralising any 
excess of acid that may arise in the organism. This base 
is the ammonia to which I have already referred in speak- 
ing of the origin of urea, There is good reason to believe 
that the introduction of an unusual quantity of acid into the 
blood is followed regularly by a union of at least a portion 
of thb acid with the ammonia, which, under normal circum- 
stances, goes to form urea. Or, to put it somewhat differently, 
a certain amount o! the ammonia which normally enters 
into the formation of urea becomes intercepted by the 
presence of an acid, with which it enters into combination. 
Two results follow fi-om this arrangement. One of these is 
the appearance in the urine of an increased amount of 
ammonia. In health the uritie contains only a small 
amount of ammonium in acid combination, not more than 
from 2 to 5 per cent, of the total nitrogen of the urine 
being in this form. Under the conditions of which I am 
Speaking the quantity of nitrogen of ammonium may reach 
10, 15, or even 25 per cent, of the total nitrogen of the urine. 
The other result which follows from this pathological 
diversion of ammonia is a corresponding reduction in the 
quantity of urea which is formed. 

It is certain that under some conditions other bases besides 
Bodium and ammonium are employed in the neutralisation 



32 



CSBMlCAt PATHOLOGY 



of excessive quantities of acid. Thus, ia diabetes the bo^n 
may be robbed of some of its calcium and magaesinis, ' 
which are sacrificed in the cause of neutralising acids which 
are present in pathological amounts. Potassium is also 
removed whenever sodium is excreted in pathological 
amount, but usually this base suffers less than sodium. 

I have Iteen able to sketch for you only some of the more 
important features that enter into the process of neutral- 
ising acids. Investigators still have much to learn in regard 
to particular typos of acid intoxication in connection with 
the different clinical manifestations of disease. We know 
something about the conditions that exist in severe cases of 
diabetes, where an acid intoxication of the most extreme 
type frequently exists. The urine contains largo amounts 
of organic acids, not only during the state of dianetic coma, 
but for a considerable time before the onset of grave cerebral 
symptoms. As I shall poin t out to you in discussing diabetes, 
the prognosis in this disease is largely determined by the 
quantity of organic acid which the patient excretes. 

The importance of acid intoxications is, however, by no 
means limited to diabetes, although there is no pathological 
state in which such large quantities of acid are neutraUsed 
by ammonia and other bases. Small quantities of organic 
acid pass from the blood into the urine in cases of dilatation 
of the stomach and in some other disorders of digestion. 
Observations made in my laboratory indicate that in all 
early cases of arthritis deformans noteworthy quantities of 
organic acid are regularly found in the urine. It is con- 
venient to use the term acidosis to designate the shghter 
grades of acid intoxication. 

At the risk of devoting relatively too much time to the 
subject of intoxication by acids, I wish to give you some 
idea of the means which we possess of determining whether 
such an intoxication exists in a given ease. One of the best 
evidences of such a disturbance ia the increase in the 
ammonia of the urine, to which I have already referred. It 
is not quite clear, however, whether an increase in ammonia 
in tha urine is to be regarded merely as an indication of 
poisoning by acid. In some diseases of the liver there is 
BXtonaive destruction of the liver cells, and it may well be 
that under such conditions the liver cells are unable to biing 
about with their full energy that synthesis of ammonia and 
oarbonic acid which results in the formation of urea. If 
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this were the c&ae it is easy to see how tui excess of ammonia 
in the urine might be referable to this detective synthetic 
power in the hver, rather than to an acid intoxication, But 
this possibility lias only to be considered where there is ex- 
tensive damage to the liver cells, &nd there is no conclusive 
evidence that such failure in synthetic activity occure even 
under these conditions. 

If it ooold be shown that the cells of the liver under 
some conditions are unable to perform the synthesis of 
urea, we shoold have to find an explanation of the appear- 
ance in the urine of ammonia united to organic acids. It 
seems entirely in accordance with what we imow of the 
hepatic functions to suppose that any failure in cell activity 
resulting in the impaired synthesis of urea would also lead 
to the impaired combustion of the organic acids which in 
health are burned by the hepatic cells. The unburned acids 
would serve to neutralise the ammonia and carry it out by 
the urine. Biit I consider it far more likely that the primary 
difficulty consists in the failure of the liver to burn organic 
acids, and that in states of acid intoxication ammonia 
appears in the urine because it has been diverted from the 
synthesis of urea to neutralise acid, and not because the 
liver is incapable of carrying on this fundamental synthetic 
activity. 

It also happens at times that an acid intoxication eidata 
where the ammonia of the urine is not distinctly increased, 
and this is probably owing to the fact that in such oases it is 
sodium or some other base that is united to the aoid. It is 
thus clear that the nitrogen of ammonia in the urine is not 
lui altogether trustworthy guide to the existence of a poison- 
ing by acid. In order to obtain a satisfactory idea of the 
extent of an acid intoxication it is necessaiy to cany out a 
somewhat laborious chemical process. This process consists 
in deterraining the chief acids of the urine and the chief 
bases. The chief acids are sulphuric, phosphoric, hydro- 
chloric, and uric acids. The chief hasea are sodium, 
potassimn, calcium, magnesium, and ammonium. In con- 
ditions of health the acids are almost exactly neutralised by 
the bases mentioned, although there is normally a slight 
excess of acid (see Lecture XII.). Now, whenever there 
is an intoxication through some acid formed in the body, 
which ia not one of the four acids just mentioned, that acid 
becomes neutralised, as I have aJready indicated to you, 
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through the agency of b. base furnished by the organUin. 
This detoxioftting baae is always, so far as we know, one of 
the five just mentioned. Hence it happens that when we 
fiuii that the sum of the bases is in excess o[ the sum of the 
acids, which I mentioned, this excess can be regarded as 
positive evidence of the presence iu the urine of some 
unknown acid, which ia the factor in producing intoxication. 
It sometimes happens, fts in diabetic coma, that the bases 
are greatly in excess of the lour acids. In this instance the 
intoxicating acid is mainly oxyhutyric acid ; hut diacetic acid 
is also concerned, and prol)al)ly there are other o xy acids | 
allied to oxyhutyric. I 

I must not quit our subject without mentioning to yoa a 
study indicating bow prominent a part the leucocytes take 
in protecting the organism against a highly injurious 
inorganic poison. Quite recently a French investigator, 
Besredka, has found that subcutaneous injections of 
arsenious acid into rabbits, in doses not quite large enough 
to prove fatal, are followed by a temporary diminution in 
the number of polymorphonuclear leucocytes in the blood, 
which ia succeeded rapidly by a much more prolonged 
hyperleucocytosis in which the polymorphonuclear leuco- 
cytes chiefly are increased. It the leucocytes be collected 
from the blood by suitable methods during this period of 
hyperleucocytosis, and subjected to analysis, they are 
found to contain arsenio. An interesting feature of these 
experiments is the fact that when the poison was injected 
in sufficiently large amount to cause death the initial 
hyperleucocytosis was not followed by an increase in the 
number of leucocytes, and thftt under these circumstances the 
arsenio was not found in the white blood cells. It seems 
clear that the appropriation of the arsenic by the leucocytes 
is closely connected with the recovery of the poisoned 
animals. Further experiments were made which indicate 
that a certain degree of immunity can be established against 
doses of arsenic which ordinarily prove fatal by means of 
smaller injections. It is also claimed that this immonity is 
brought about by the formation of special antitoxic sub- 
stances, but further studies are neeessaiy to prove that this 
is the case. It appears unUkely that inorganic poisons like 
arsenic and other heavy metals are capable of inducing 
immunity through the production of antitoxic subetanoes. 
The fortiiation of such antitoxic substances has been shown 



to occur in responee to the stimulus of highly complex sub- 
Btances such as poisonous phytalbumoses (rioin, abrin, 
crotin, phallin), bacterial secretions (staphylotoxin, pyoeya- 
neous poison), and toxic animal secretions (snake poison), 
which have a close chemical affinity to the proteids. The 
measure of immunity to arsenic and other inorganic poisons 
probably depends on wholly different chemical defences. 

I have referred many times to-day to the toxic properties 
of different substances, but have not attempted to define 
what we mean by a poison. It seems to me that one 
ordinarily thinks of a poison as a substance invariably 
injurious to the organism. We are apt to lose sight of the 
fact that many of the bodies called poisons sometimes act 
injuriously, sometimes not, according to circumstances. 
The diphtheria toxin, so toxic to the horse and other 
animals, leaves the rat unharmed. Contact with the poison 
ivy seta up an intense dermatitis in one person, but is with- 
out effect upon another. Small doses of indol by the mouth 
render one person nervous and iiTitable, but have no influ- 
ence on another. Arsenic and morphine are highly toxic to 
Bubjects unused to the effects of these drugs, whereas 
persons habituated to their use are relatively insensitive. 
Alcohol and many of the lower fatty acids are powerful 
irritants when given in concentration, but these same bodies 
possess some food value when absorbed under certain 
conditions. Thus you see we must be prepared to consider 
many factors which modify the poisonous properties of any 
given substance, rendering it sometimes toxic, sometimes 
relatively or wholly harmless. We have to bear in mind 
that the toxic effect of a given substance depends on the 
individual characteristics of the cells of the organism as well 
as on the chemical constitution of the poison. 

I have now brought to your notice the chief processes 
by which the organism is able to combat the various poisons 
by which it is menaced in the course of disease. I do not 
mean to give the impression that there are not other im- 
portant ways in which the action of poisons is combated, 
But I think I have given examples of the more important 
conservative reactions about which we possess some know- 
ledge. There is no doubt that intelligent research will 
time give us new methods of investigation, new points ol 
view, and, consequently, important additions to our know- 
ledge of the chemical defences of the body. 
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Ohemical struotate o( the carbohydrates— 'X he 1 

charides ; aldoses and ketosea^The disaccbarides — Pentoses — 
Starches— Salivary digestion ot starches^ — Action of gastric joice — 
Pancreatic digestion— Car bob jd rites are burned to carbon dioitide 
and water— Gljcuionic acid— Storage ol carbohydrates in liver and 
moBoleB as glycogen — Prodaotion oE fat from carbohydiateE — 
Potential energy nt carbohydrates and other food'Etuffs— The oajorie 
— Caloric expenditure ot the human body — Influence of oarfaohydrateB 
on excretion of acetone — Carbohydrates and fatigue of muscle — 
EiperimentB of Dr. Lee— CarbohydrnteB as food-stuffs— Cane sugar— 
Mift sugar— Maltose — Effects ot carbohydrate escesB- Starches — 
Cellulose — Saccharin as a substitute for sugar— The fats — Chemical 
constitution of neutral fats — The triglycerides, stearin, palmitin, and 
olein— Digestion ot fata — Their abBorption as fatty acids and soaps 
—Fate of the fatty acids and soaps after absorption — Caloric value 
of neutral fats — Substitution of fats for carbohydrates in the dietary 
— Saving ot proteid waste by carbohydrates and (ats— Influence ol 
fats an absorption of salts of calcium and magnesium— Influence of 
(at on the nervous system — Use in constipation — Contra-indicatloca 
to the use of fat— Fat starvation and serous atrophy ot fat — Fatty 
infiltration — Origin of sugar from fat— Fats as food-stufls - Milk 
tat; butter — Emulsions— Chocolnte— Subcutaneous injections of 
olive oil. 

To-day I propose to call your attention to certain facts 
relating to the food-etuffs and their fate in the human 
organism in conditions of health and disease. We must 
regard the human body as a machine which obtains energy 
through the physiological decomposition and combustion of 
TarioUB kinds of food, and it is exceedingly important that 
you should have a clear conception both of the normal fate 
of these food-stuffs and of tho derangements in nutrition 
and in the production of energv that ai'ise when the assimi- 
lation of snch food-stuffs is no longer normal. 
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There are three principal classes of food-atuffa which it' 
ia neoesaary for ua to consider — the carbohydrates, the fats, 
and the proteids. In addition to these we have to consider 
the aJbuminoids and the inorganic elements of food, e.g. the 
various Baits and water. Although these inorganic sub- 
stances do not yield energy through their decompoaition, 
the various salts and water are highly important to the 
organism through their physical and chemical properties. 
It will therefore he necessary to devote special attention to 
them after diaoussing the chief organic food materials. The 
albuminoids are represented chiefly by gelatine, to which 
special reference will be made. 

Until recent times it has been customary to describe the 
carbohydrate molecule aa characterised chemically by con- 
taining carhon, hydrogen, and oxygen, the oxygen and 
hydrogen being present in the proportions in which they 
are found in the molecule of water. Such a description is 
inadequate because it gives us no conception of the manner 
in wmch the atoms of carbon, hydrogen, and oxygen are 
actually linked. The researches of the distinguished 
chemist Bmil Fischer have thrown new light on the 
chemical structure of the carbohydrates. We now know 
that the sugars which conttkin six atoms of carbon in the 
molecule, and are hence called hexoses, are divisible into 
two important groups, according to their chemical structure. 
In one group the linking of the atoms is such that the 
molecule contains the group CHO. You know that this 
gi'Oup is characteristic of the class of bodies known as 
aldehydes. Thus formic aldehyde is H.OHO, acetic aldehyde 
CH3CHO. The sugars that are built on this type are called 
aldoses, in order to recall their aldehyde structure. The 
way in which the atoms are linked in the case of glucose, ft 
typical sugar of this kind, is seen in the following graphic 
representation : — 

CH3{0H).CH(0H).CH(OH).CH(0H).CH{OH).CH0 

The other group of hexoses ia characterised by a dif- 
ferent arrangement la the linkage of the atoms by wbioh 
the two ends of the chain of atoms consist of symmetrical 
groups as in the ease of the bodies known as ketones, of which 
acetone is a familiar example, Notice the constitution of the 
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acetone molecule CH3.CO.CH,. Owing to their stniotumi 
peculiarity these bodies have been called ketoaea. Ltevulose, 
a variety o£ sugar closely related to dextrose, but differing 
from it in rotating the plane ol polarisation to the left 
instead of to the right, is a typical example of a ketose. 
Its structm-e may be represented as tollowa 1 — 

CHa{OH),CH(0H}CH(0H).CH(0H}C0.CHa{OH) 
I [ I I _ ( ^ 

The empirical formula for the ketosea and aldoses is 
CbHijOs- These hexoses, containing six atoms of carbon in 
the molecule, are also known as monosaccharides to dis- 
tinguish them from the more complex group of sugars 
known as the disaccharides. The disaccharidee, of which the 
most important are cane sugar, milk sugar, and maltose, are 
made up by the union of two molecules of monosaccharides. 
The following table shows the products that arise when 
different polysaccharides break up into monosaccharides :— 

Cane sugar (CuHjaOn) + HjO 

= Glucose + Glucose {CeHuOfl) 
Milk sugar (C|jHjaOi,) + H^O 

= Glucose + Galactose (CsHuOb) 
Maltose {C^HajOiO+H^O 

= Glucose + Glucose 

Tou will notice that all these disaccharides have the same 
empirical formula, namely, CuHaiOti, and that they break 
down into monosaccharides on taking up one molecule of 
water. You will observe also that tho various carbon atoms 
entering into the structure of the sugars are connected by 
single affinities or links. In cortsequence of a relatively 
weak connection between the catbon atoms tho molecules 
of sugar break down readily into a simpler substance con- 
taining smaller numbers of carbon atoms in tho molecule. 

There are two de compositions which occur in the mono- 
saccharides which I wish you to remember, as thoy have 
important bearings upon the origin of some pathological 
products vtith which wo meet in the course of derangements 
of digestion. One of these decompositions is the breaking 
down of glucose under the action of the yeast ferment into 
two molecules of alcohol and two molecules of carbonic 
lid. The second is one which occurs in the body underthe 
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influence of ibe lactic acid bacilli and certain varietieB of ti. 
colon i)acillu3. The process is known as lactic acid fermeff 
tation. The equations which express these decompositions 
I shall give you when speaking of excessive fermentation in 
the digestive tract. 

Besides the classes of augai-a which I have just mentioned 
there are others in which the molecule contains five instead 
of six atoms of carbon, and which are hence known as 
pentoses. Arabinose and xylose, or wood sugar, are examples 
of pentoses, and are represented by the formula C.,H,aOs. 
Pentoses occasionally occur in the urine after the use of 
fruits, in some cases of chronic morphine poisoning and in 
some instances of diabetes. They are of little importance 
compared with other classes of carbohydrates. 

The starches form, perhaps, the most important class of 
oai'bohydrates, because of their abundance in our foods. The 
precise constitution of the atarch molecule is not yet under- 
stood, but it is known that tlie molecule contains the gi"oup 
C^HkiOj. taken a number of times. The starch molecule 
is thus considerably larger than the largest sugar molecule. 
Under the action of dilute acids and certain fei^ments the 
starches undergo a process of hydration and cleavage, through 
which sugars are formed. Starch, dextrin, glycogen, and 
cellulose all contain the group CfiHioOs. 

Only a small portion of the carbohydrates taken with 
Hie food are in a form fitted for immediate absorption. The 
greater part exists as starch, as, for example, in potatoes, 
bread, vegetables, &c,, and has to be prepared for absorption 
by passing into a soluble state. This process, as already 
mentioned, is one of cleavage and hydration of the starch 
molecule, which leads to the formation of disacoharides 
and monosaccharides. It may be noted that the carbo- 
hydrate glycogen, which is stored in the liver and muscles 
for consumption by the cells of the body, is prepared for 
utihsation by a similar process of conversion into dextrose. 

The ferments which split the starch molecule into snmrs 
are furnished by the saliva and the pancreatic juice. The 
i is begun in the mouth through the pWalin of the 
The change is not can'ied very far, and only traces 
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of glucose result from digestion in the mouth. The products 
formed there are soluble starch, certain forms of dextrin, and 
maltose. Although the conversion of starch is only begun 
in the mouth, the thorough mastication of the food and its 
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iDBalivatioii are important in that they favour an early and 
considerable absorption of carbohydrates from the digestive 
tract before there is time for excessive fermentation. 

The gastric juice precipitates the diastasic starch -splitting 
ferment, so that the process of digesting carbohydrates is 
quickly though not immediately cliecked in the stomach. 
When the partially digested starches come into contact with 
the pancreatic ferment known aa timylopsin an energetic 
process of conversion begins. But even this does not lead 
to a complete transformation into dextrose or glucose. The 
final conversion into dextrose or glucose is thought to occur 
in the epithelial cells of the intestine, and to some extent in 
the blood through the action of a ferment there. 

Moat of the carbohydrate material which is absorbed 

E asses by the mesenteric veins to the portal system. Pro- 
ably less than one per cent, goes through the lymphatics 
and the thoracic duct into the venous system. 

In health the carbohydrate food thai is eaten does not 
appear in the fceces, although of course a certain amount of 
cellulose is always to be found there if vegetable food is 
used. The fact that there is no soluble carbohydi'ate 
material in the fieces does not enable us to infer that it is all 
absorbed and utilised. Even in health there is always some 
waste of energy and potential from the fermentation of the 
carbohydrates. Iii the course of this fermentation acetic 
acid, lactic acid, butyric aoid, alcohol, &c. may be formed. 
In conditions of disease the amount of caloric potential that 
is lost through excessive fermentation may be so consider- 
able as to distinctly impair nutrition. I shall have more to 
say on this subject when we come to discuss the processes 
of fermentation and putrefaction in the intestine. 

The blood of the portal vein contains carbohydrate 
material in the form of glucose. In the body this gluoose is 
burned, in part at least, to carbonic acid and water, with 
liberation of energy, which may be expended either as 
animal heat or as muscular power, I wish to call your 
attention to the fact that the intermediate stages in the burn- 
ing of glucose are not understood. The Jirst product of the 
oxidation of glucose is probably glycuronic acid. You 
remember that glucose or dextrose has the formula C,JIi-jPf,. 
If a molecule of water be removed from this body there 
results CgHioOg. If now oxidation takes place, with the 
^J^;oductioQ of two atoms of oxygen, the resulting body has 
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the formula GgHigO,, which represents glyonronic i 
This glycuronio acid enters into a synthetic oombinatiM 
with certain aromatic bodies, such as phenol, and a portion 
of it is excreted by the organism in this form. Probaoly the 
greater part of the glycuronic acid is brolcen down into less 
complicated molecules on the way to the production of car- 
home acid and water, which represent the final products of 
oxidation. It has been claimed that the lactic acid of the 
muscles, sarco-lactic acid, is one of the intermediate products 
of oxidation, but the evidence in favour of this view is not 
wholly satisfactory. 

Carbohydrates are usually absorbed in excess of the 
immediate need of the organism. They are then stored in 
the liver and muscles in the form of glycogen, to be called on 
when they are required. When required for nutritive pur- 
poses the glycogen of the liver is converted into glucose. 
The blood never contains glycogen except in such small 
quantities as form part of the leucocytes. Carbohydrate 
material ia known to be present only as glucose, and, owing 
to a very finely adju sted regulatory mechanism, the percentage 
of sugar in the blood remains remarkably constant in health 
without reference to the diet. A very sUgbt increase above 
the normal quantity of sugar in the blood leads to its excretion 
by the urine, and thus it happens that the normal sugar 
content of the blood is never exceeded in a. considerable 
degree. When starvation occurs the blood continues to 
hold sugar, but this comes from a diminishing supply of 
glycogen in the liver, and after a time, when the supply 
IB exhausted, from a decomposition of the proteid con- 
stituents of the tissues. But even in etai'vation the 
glycogen of the hver and ot the muscles is probably not 
wholly consumed. 

I have already told you tliat a portion ot the carbo- 
hydrate material of the body is burned and split into 
carbonic acid and water, with a yield of energy, especially 
animal heat. Under some conditions all the carbohydrate 
food available in tho organism is utilised for this purpose, 
but commonly there is an bkcoss in the body above what is 
required for tho maintenance of animal heat and muscular 
power. This excess then becomes converted into tat. I 
referi'ed to the formation of fat from carbohydrates in 
speaking to you about the synthetic activities of the cells 
of the body. I called your attention to the fact that thr 
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prooeas involves a union of several molecules of carbo- 
hydmte for the formation of one molecule of fat, and that 
simnltaneously with this polymerisation there is also a 
process of reduction by which oxygen is removed. We do 
Qot know at present in which cells of the body this synthesis 
occurs. Nor do we know anything about the actual chemical 
conditions under which it takes place. It is, however, a 
process of the greatest importance, for it enables the body 
to lay up a reserve store of fat, to be drawn upon in times 
of need. Were the body incapable of forming fat from 
carbohydrate material, it would be dependent for its fat 
upon the fats contained in the food. Normally the forma- 
tion and storage of fat are in a considerable degree indepen- 
dent of the introduction of fats into the body, 

But what proof have we that carbohydi^ates are, in fact, 
capable of forming fat ? The proof is that young animals 
fed on proteids and carbohydi'ates grow and increase their 
store of fat, notwithstanding there is no fat in the food. You 
will perhaps ask if it is not possible that this increase in 
fat depends on the non -nitrogenous or carbohydrate moiety 
of the proteid molecule ; for, as you are probably aware, 
there is no doubt that the proteids are capable of yielding 
carbohydrate material when certain cleavages take place. 
There is little doubt in my mind that the body is capable of 
making fat from this carbohydrate portion of the proteid 
moleciue ; but I can easily give you evidence that there is 
not enough carbohydrate material in the proteids to account 
for the quantity of fat which is laid up by animals on a diet 
of oarbobydrates and proteids. This evidence consists in 
the fact that the quantity of carbon in the fat which is laid 
up on such diet has been shown to bo distinctly in excesB of 
the carbon which is present in the proteids that are taken. 
This excess of carbon in the fat can therefore arise only 
from carbohydrates. I have referred to this utilisation of 
carbohydrates with some degree of detail because, as yon will 
see later, it is essential to know something of the normal 
fate of these important food-stuffs before you oan appreciate 
the consequences of their deranged assimilation. 

I have just told you that the carbohydrates ai-e largely 
utilised in the production of animal heat. By means of 
very carefully conducted experiments it has been possible 
to determine just how much energy the carbohydrates and 
c^^ food-stuffs are capable of yielding. This energy is, in 
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pai't, atilised in the perfoi'mcince of muscul&r work ; but inas- 
much as the greater part of the energy of the organism is 
expended as aain:ial heat, it Ib convenient to caiculate the 
potential energy of the tood-etu£fs in terms of heat units. 
The miit employed for this purpose is the calorie. A 
calorie is the amount of heat required to raise the tem- 
perature of one gram of water one degree centigrade. This 
13 the ordinary or small calorie (cal.). In dealing with 
the heat production of the human body it is convenient to 
use a larger unit than the small calorie. Such a unit exists 
in the large calorie (Cal.), which represents the amoimt of 
heat required to elevate the temperature of 1,000 grams 
of water, or one kQo., one degree centigrade. One large 
calorie is thus equal to 1,000 small calories. 

If carbohydrate food or any other form of food be burned 
outside the body in an apparatus devised for the purpose, 
it is possible to determine exactly how much heat is Uberated 
when a given quantity of the food-stuff is biurned into its 
simplest form. Now it has beea shown that the amount of 
energy yielded by the burning of the different food-stuSs 
outside the body corresponds closely to that which is yielded 
when they are burned inside the body, assuming, of course, 
that the same ultimate products of combustion are reached 
in the two cases. These products, in the case of carbo- 
hydrates and fats, are carbonic acid and water. 

When one gram of carbohydrate is burned in the body it 
yields very nearly four and one-tenth large calories. When 
one gram of proteid food is utilised in the organism it 
yields almost exactly the same amount of energy as one 
gram of carbohydrate material. But when one gram of 
tat is burned the yield of energy ia very much greater ; it 
is, in fact, more than twice as great as the yield of heat 
energy derived either from the carbohydrates or the pro- 
leids. One gram of fat yields about nine and five-tenths 
large calories. The reason for this greater yield of energy 
from fat will bo quite clear to you when we consider the 
chemical constitution of fatty substances. 

You are now in a position to understand the caloric 
needs of the humau body. A man weighing 70 kilos. 
(154 lb.) expends about 2,500 large calories in twenly-foui' 
bain's when ho is taking moderate exercise. Where there 
is active exercise the expenditure of energy is 10 or 15 per 
cent, greater than this. Where there is a condition of rest 
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the expenditure in heat units is 10 or 15 per cent. lees. If 
the organism does not receive a sufficient quantity oE food 
to j-ield tlie energy which is expended aa heat, the body 
consumes its own tissues, especially its subcutaneous fat, in 
order to meet the caloric requirements pertaining to the 
maintenance of life processes. How much food, and what 
kind of food, is required to yield the necessary number of 
caloric units for the maintenance of a human body which 
performs a moderate amount of muscular work during 
twenty-four hom-s? The necessary energj' would be sup- 
plied by a diet containing 100 grams of proteid with a 
yield of 410 large calories, 100 grams of fat with a yield 
of 950 large calories, and 400 grams of carbohydrate with 
a yield of 1,640 large calories. The total yield o( caloric 
energy on thie regimen would be 3,000 large calories, pro- 
vided these different kinds of food were fully utilised for 
the purpose of heat production in the body. I say provided 
they were fully utilised because, as a matter of fact, a com- 
plete utilisation of food-stuffs taken into the body never 
occurs, and is practically impossible. It is impossible 
because a certain proportion of the proteids, carbohydrates, 
and fats taken into the organism is destroyed in the course 
of putrefactive and fermentative changes in the stomach 
and intestine, or is lost by the fffices. Thus smaller quanti- 
ties of the various kinds of food are absorbed in a form 
suitable for the caloric needs than are actually introduced 
into the stomach. We may therefore deduct from 10 to 
25 per cent, from the theoretical calorie yield of the food 
in order to estimate the actual amount of energy ordinarily 
derived from the foodstuffs. In diseases of the digestive 
apparatus, in which putrefactive and fermentative altera- 
tions in the food are in excess of the normal or usual 
amonnt, the loss to the organism in potential energy as 
expressed in calories may be muoh greater than just indi- 
cated for the normal body. It becomes necessary in such 
cases of exceasive waste of food energy, through decomposi- 
tions in the digestive tract, to compensate for this by taking 
into the body a considerably larger quantity of food than 
would normally sufBoo for the needs of the organism. You will 
now understand that when I tell you the yield of one gram 
of carbohydrate food is four and one-tenth large calories, or 
that the yield of one gram of fat is nine and three-tenths 
large calories, I am referring to the maximum theoretioal 
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yield of energy, the actual net caloric units from the food in 
the form in which it is absorbed from the digestive tract being 
considerably less. 

There are two physiological properties of carbohydrate 
food which have only recently been established, but which 
are of so much interest that I must at least bring them to 
your notice. One of these is the effect of carbohydrates 
on the excretion of acetone. The body called acetone, 
CH3CO.CH3, is beheved to owe its origin partly to the 
decomposition of the proteids of the cells, and is found in 
the urine in pathological quantities whenever tissue waste is 
excessive, as in fever, diabetes, starvation, and various 
cachectic states. If we put a person on a diet of proteids, 
with little or no carbohydrates, the amount of acetone is in- 
creased considerably beyond the average normal quantity. 
If now we give this person an abundance of carbohydrates 
the acetone excretion is greatly diminished, or is checked 
altogether. This reduced excretion of acetone is probably to 
be explained on the ground that the carbohydrate food 
decreases the waste of cell proteid, hut it is not clear why 
the acetone excretion is sometimes quite stopped. 

The other property of the carbohydrates has reference 
to the fatigue of muscle. Very likely you are aware that 
during the activity of muscle more of the muscle glycogen h 
used up than when the muscles are at rest. This fact sug- 
gests that there is a close connection between the work of 
muscle and the combustion of carbohydrate material in the 
body. It fails, however, to show us how intimate is the 
relation between carbohydrates and the fatigue of normal 
voluntary muscle. This is a subject which has recently been 
ingeniously investigated by Professor Frederic S. Lee, of 
Columbia University. It occurred to Professor Lee that 
if the fatigue of muscle were really connected with the 
exhaustion of carbohydrate material the mere experimental 
removal of the carbohydcates from the body should give rise 
to the indications of muscle fatigue. Accordingly, by 
administering the drug phlorhizin, be swept the greater part 
of their carbohydrate material from the fasting oats which 
were used for these experiments. Phlorhizin, as you are 
probably aware, has the singular property of impairing the 
combustion of sugar and of permitting its escape into the 
urine, thus depriving the cells of the organism of their carbo- 
hydrate food. 
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The ammals subjected to the action of phlorhizin during 
several days were killed, and the course of fatigue in the 
tibialis auticus was studied. It was found that this muscle, 
instead of giving fi-om 800 to 1,000 contractions per minute 
on electrical stimulation, as a normal muscle should, gave 
only from 200 to 400. Moreover, the curves of contraction 
in the phlorhizinised muscle resembled the later contraction 
curves of normal muscle when undergoing fatigue, being low 
in height and showing a prolonged phase of relaxation : thus 
the remarkable fact was established that muscles from 
animals subjected to the action of phlorhizin behave like 
normal muscles in the late stages of fatigue. 

Control experiments were made by Dr. Lee which indicate 
very clearly that the muscle fatigue observed after phlo- 
rhizin is not due to any specific action of the drug, but is 
referable to the loss of carbohydrate. One set of experi- 
ments was especially instructive in this connection. AnimaiR 
were given phlorhizin during four days in the usual way. 
At the end of this period fifty grammes of dextrose were given 
by the stomswih. Eight hours afterwards the animals were 
killed and the muscle fatigue was studied. It was found 
that the muscles gave 650 contractions, the first hundred of 
which were quite normal. Thus you see the administration 
of the sugaj" counteracted the effect of the phlorhizin and 
restored the muscle to a considerable extent. 

The results obtained in these experiments harmonise well 
with the observation that muscle fatigue in healthy persons 
ia delayed by the administration of sugar. They also give 
us a (^ue to the cause of the muscular fatigue that con- 
stitutes a clinical feature in such different conditions as 
diabetes, neurasthenia, and starvation. In diabetes the 
muscles are deprived of a part of their sugar because this 
sugar finds its way into the urine owing to imperfect com- 
bustion in the body. In many instances of neurasthenia 
there is an excessive fermentation of carbohydrates which 
perhaps leads to a pronounced reduction in the quantity of 
dextrose available for the use of the cells, induding the 
muscle cells. This is, however, only a suggestion. In 
starvation the carbohydrate material available for the use of 
the muscles is greatly restricted, since the only sugar appli- 
cable to nutritive purposes is that deri\-ed from tlie breaking 
down of the proteids of the cells, 

I do not mean to say that the muscle fatigue noted in 
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these different conditions depends wholly on the deprivation 
of sugar, Other factors are very likely co-o(ffirative. But I 
think we are justified in expecting undue fatigue of muscle 
whenever from any cause the mueclea are deprived of tbeii 
normal supply of carbohydrate material. 

I wish now to say a few words about the different forma 
of carbohydrate food as we employ tbem in actual practice. 
It is by no means a matter of indifference in what form we 
advise our patients to take their carbohydrate food. I 
cannot give you elaborate descriptions ot the compoaition of 
the different foods. These you can obtain from works on 
dietetics. I wish merely to point out certain principles which 
ought to guide us to an intelligent use of carbohydrates. 

A certain amount ot carbohydrate food can advan- 
tageously be taken in the form of sugar. The cane sugar, 
which WB employ so freely for the pui-pose of sweetening 
the food, and the fruit sugar or IffiTulose, which is a consti- 
tuent of fruits and honey, are useful forms of sugai'. Like 
sugars generally these highly soluble carbohydrates are 
rapidly absorbed in conditions of health where digestion is 
active, and the stomach readily empties itself. But in 
pathological conditions, such as chronic gastritis or chronic 
gastro-euteric catarrh, the absorption of sugar may be con- 
siderably delayed. Under these circumstances fermentative 
changes almost always set in actively, and in a short time a 
large proportion of the sugar is broken down partly into 
alcohol and carbonic acid gas, in part into lactic acid. 

In many of these patients the stomach becomes rapidly 
filled with carbonic acid gas after free indulgence in sugar, 
and I have known instances where the flatulence was 
accompanied in the course of half an hour or an hour by 
pronounced frontal headache. In some persons the free use 
of sugar is followed by diarrhcea, which is due very probably 
to the formation of tactic acid or acetic add. Milk sugar 
undergoes alcoholic fermentation, and this fact is utilised in 
making komyss and matzoon (zoolac). Pore yeast, however, 
which readily ferments dextrose, does not ferment milk sugar. 
This fact explains the greater readiness with whioh destrose 
induces flatulence in some cases of gastritis. Maltose, whioh 
yields glucose in the course of digestion, arises from the 
nydrolytic decomposition of starch by means of malt 
diastase or ptyaline, or the pancreatic ferment called amyl- 
opsin. It forms the most unportant constituent of malted 
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mitk, and is present in Mellin's Food and other foods 
laa-gely employed in the feeding of ohildren. Where the 
digestive processes are oarried on normally, these soluble 
carbohydrates are very readily absorbed and utilised for 
conversion into tat. You will see many examples in the 
outdoor clinics of children who have received an excess of 
carbohydrate food. Many of these ohildren are fat and 
weigh more than healthy children of the same age, but they 
are usually pale, their muscles are llabby, and they have 
loss muBOuIar endurance then children who have been 
properly fed. Less frequently you will find among adults 
similai- examples of the detrimental influence of an excesaivo 
quantity of carbohydrate food. Such persons possess an 
abundance of soft adipose, but are deficient in muscular 
strength. A frequent pecuharity of patients who are re- 
ceiving an excess of starchy carbohydrate is that the faeces 
show the effect of this excess by the presence of undigested 
starch, which undergoes active fermentation. 

The effects of an excessive quantity of carbohydrate food 
in the form of starch are very similar to those that arise 
from sugar. Certain symptoms of this excess, especially 
flatulence, may be rather less marked, This is, perhaps, 
owing to the fact that the starch, being gradually converted 
into sugar, affords better opportunity for the complete 
absorption of the soluble carbohydrate material than where 
sugar is given in considerable quantities. In persona with 
normal digestive powers it does not seem to make much 
difference wliether the food he taken in the form of bread, or 
potatoes, or rice — that is, in a form in which starch prepon- 
derates — or whether it be taken as it occurs in certain 
vegetables, such as peas, string beans, &o. — that is, as 
vegetables containing a considerable quantity of proteid. 
For most persons with chronic disturbances of digestion I 
think the starch is better tolerated and utilised in the foi-m 
in which it occurs in vegetables. In almost all forms of 
gastritis or gastro- enteritis, acute or chronic, the digestion 
and absorption of the carbohydrates are impaired, and there 
occurs an excessive degree of fermentation in the digestive 
tract with the formation of the products that have already 
been mentioned. It is important in all chronic conditions 
where tho digestion of starches and sugars is markedly 
impaired to reduce the quantity taken by the patient to a 
-~-t where the symptoms of carbohydrate indigestion are 
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not prominent. It is best to begin by resti-ictiEg the patient 
as regards the use ot bread and potatoes. The removal of 
these articles of diet is often followed by a striking improve- 
ment in all the immediate symptoms of carbohydrate indi- 
gestion. It is a, particular hardship to many persons to go 
without bread. The best substitute for bread is the biscuit 
known as Huntley & Palmer's Breakfast Biscuit. Although 
these biscuits contain some starch, they have a oonslderable 
quantity of dextrin, which ia easily converted into dextrose. 
I am inclined to think that these biscuits owe their easy 
digestibility quite as much to their physical characteristics 
as to their chemical composition. They absorb water quickly 
and easily fall into small soft particles, a behaviour which 
must greatly facilitate the contact with the digestive juices. 
Before concluding what I have to say in reference to 
starchy food I wish to say a word in regard to cellulose. 
This carbohydrate material forms a paii of most vegetable 
food, and is especially abundant in the older and more 
fibrous vegetables. For the most part it passes through the 
intestinal tract with little change, and reappears in the 
tteces. It forms a valuable constituent of food for the 
reason that it helps to give bulk to the intestinal content in 
the lower bowel, and thus favours regular movements. The 
use of food containing a very small percentage of cellulose 
is apt to lead to constipation. On the other hand, an 
excessive proportion of cellulose is objectionable because 
the tough dbres act as irritants to the mucous membrane of 
the stomach and intestine. Chronic gastritis and other 
chronic digestive disorders are apt to be associated with 
constipation, and it is a temptation in such cases to prescribe 
a hberal or excessive amount of cellulose- containing vege- 
table food. It is easy, however, to cause distinct harm by 
so doing, and I wish to caution you against the free use of 
cellulose in such derangements. At one time certain bis- 
cuits, known as Dahl's Digestive Biscuits, which consist 
largely of bran, were much employed for the rehef of con- 
stipation. Such cakes as these are useful when employed 
in moderation and in the absence of catarrhal derangements 
of the stomach and intestine ; but I have known their use to 
do distinct harm through the mechanical irritation to which 
they gave rise. Cakes containing one part of bran with two 
or three parts of ordinal^ flour are frequently usefid in the 
treatment of oooetipation. Perhaps the least objectionable 
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form inwhioh we can give considerable celluloBe is spinach. 
-The spinach leavca should be very finely divided and cooked 
into the fonn o( o. thick soup. Taken in this way cellulose 
is rarely hannful. The presence of the spinach in the fceces 
is recognisahie by the green coloration which it gives to 
them. Celery is also useful for the same purpose, but even 
when thoroughly stewed it seems to me less suitable than 
spinach. 

A good deal more might be said about the properties of 
different kinds of carbohydrates and their utihty in particular 
pathological states. I cannot, however, take the time to 
enter into these details, for which I refer you to works on 
dietetics. The points which I wish especially to impress 
upon you in connection with the carbohydrates are their 
value as sources of energy to the body, their relation to tho 
contractility of muscles, their ready decomposition in the 
digestive tract into substances which are useless or even 
harmful, and the frequency with, which disturbances of 
digestion arise from the use of esceaaive quantities of such 
food -stuffs. 

Before passing to the consideration of the second grouj) 
of food-stuffs allow me to say a word about a much -employed 
substitute for augur — namely, saccharine, discovered liy 
Professor Remeen, of the Johns Hopkins University. This 
body bears no resemblance whatever to any of the carbo- 
hydrates in its ohemicEil composition, although it possesses 
a very sweet taste, much like that of cane sugar. The 
composition of saccharine ia shown by the following graphic 
foimula : — 
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You see that the body contains a phenyl group, CfiH,, 
which indicates that it is a derivative of the aromatic series. 
You notice also that it contains a SO^ group and a Nil 
group. Soluble saccharine is the sodium salt of saccharin 
,30sNHj 
CaHy 

N:0ONa 

It ia soluble in 400 parts of water and twenty-five parts 
\ alcohol, is about &ve hundred times as sweet as sugar, 
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Bfld gives a sweet taste to 70,000 times its weight o£ water. 
In the moderate doses in which it ia employed as a. substi- 
tute for sugar it gives rise to no appreciable effects upon 
the organism. Artificial digestions are, however, sligfitly 
hindered by its action, and large doses injected into the 
cii-Guktion c&use muscular depi'cssion and stupor. The 
ouly known objection to the flioderate use of saccharine ia 
that patients are apt to tire of it. This is owing to the fact 
that atthough it is intensely sweet its taste is not exactly 
that of sugar, and is displeasing to many. 

I now wish to call your attention to the chief character- 
istics of the fats as elements of the food, and to the fate of 
fatty suhstancea in the organism in health and in some 
pathological conditions. The fata as a class occupy a unique 
position among food'stuffs because of their high caloric 
value, to which I have already referred, on account of their 
easy digestibility without the formation of injurious products, 
and because of their influence in favouring the absorption of 
calcium and magnesium suits in the intestine. 

The neutral fats are combinatious of glycerine with 
certain of the higher fatty acids, of which the most important 
are stearic, palmitic, and oleic. Glycerine, you will remem- 
ber, is a triatomic alcohol — that is, an alcohol containing 
three hydroxyl (HO) groups, as indicated by the following 
formula, C3H({0H)a. In a fat each of these three 
hydrosyl groups is replaced by a molecule of a fatty acid. 
The fats are sometimes called triglycerides of the fatty 
acids. The most important of them are tristearin or stearin, 
C;,Hf,(Ci«H360.j)3, tripalmitin or palmitin, CaHstCeHaiOi),, 
and triolein or otein, C3Hs(CiaH3a02)a- The molecule of 
these neutral fats contains more than 90 per cent, of fatty 
acid, the glycerine radical forming only a very small propor- 
tion. The lower fatty acids, such as caproic, butyric, &c., 
are met with both in the free form and combined with 
glycerine in some of the fats that are used as foods, espe- 
cially in milk-fat. Free fatty acids, however, occur in animal 
fats only in small quantities. In general the vegetable 
oUs, such as olive oil, are richer in these free acids. 

The fats which are taken into the stomach undergo little 
change there. Such decomposition as may occur is the 
result of the action of bacteria and not of digestive ferments. 
The digestion of fat is cai-riod on chiefly in the small 
intestine under the action of the ateapsls ferment of the 



pancreatic juice, which causes a breaking up of the fat 
molecule into glycerine and the eoiTeaponding fatty acida. 
The presence of the bile favours the action of the pancreatifl 
ferment owing partly to its alkaleacence, partly by re- 
inforcing the tryptic ferment. The alkalinity of the bile 
aids in the em ulsifi cation of fats, which thus become more 
aocessible to the action of the pancreatic ferment. When 
the fat molecule is split into glycerine and a fatty acid in 
the intestine, a variable portion of the fatty acid enters into 
combination with salts of the alkalis to form soaps of 
sodium, potassiiun, hme, and magnesium. In the upper 
part of the intestine it is thus possible to find fat in three 
forms — as neutral fat, as fatty acids, and as soaps. It is a 
(|ueBtion whether any of the neutral fat ia absorbed as such 
hy the epithelia of the intestinal mucous membrane. Al- 
though it has been generally taught that a certain amount 
of fat leaves the intestine as neutral fat, I think the evidence 
indicates that the epithelia are incapable of taking up even 
minute globules of neutral tat. The soaps and the fatty 
acids are readily absorbed, and probably all the fat is 
absorbed in one or other of these states. The bile helps 
very much in bringing about this abaoi'ption, for the fatty 
acids and sodium soaps pass readily into solution iu the 
bile salts. The lecithin of the bile contributes to bring 
about the solution of the fatty acids and soaps. This 
action of the bile is apparently one of much importance to 
nutrition, When the secretion of bile is checked or dimi- 
nished the absolution of fat from the intestine may suffer 
materially, even though there be a free secretion of pan- 
creatic juice. 

The object of the fat-aplitting process which occurs in 
ttie course of intestinal digestion is obviously to facilitate or 
render possible the absorption and utilisation of the fat. 
Where both pancreatic juice and the bile are deficient, the 
splitting of fats and their absorption are materially reduced. 
It should not be supposed, however, that the loss of these 
digestive juices causes an entire cessation of the fat-splitting 
process. The splitting of fats into glycerine and the fatty 
acids takes place energetically in the lower part of the small 
intestine under the infliience of organisms of the colon 
bacillus group. I have known the fteees under these conditions 
to contain a large proportion of fatty acids. The absorption 
f these acids is, however, greatly impaired. Of course, the 
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lower the melting-point o( the fat employed as food the 
more complete will be the absorption. Thus olein is more 
rapidly utilised by the organism than palmilin or stearin. 

What becomes o! the fatty acids and soapa absorbed 
from the intestine ? They pass almost exclusively into the 
lacteals and not into the mesenteric vessels and portal cir- 
culation. But they do not enter the lacteals as fatty acids. 
In their passage through the wall of the intestine a highly 
interesting synthesis takes place by which the fatty acida 
become converted into neutral tats. Thus Munk fed dogs 
for a time exclusively on fatty acids, but the lacteals were 
found to contain from 80 to 90 per cent, of neutral fat, and 
only 10 to 20 per cent, of fatty acids. In order that this 
conversion into neutral fat should occiu: a certain amount of 
glycerine is necessary. When free fatty acids are admi- 
nistered the glycerine is probably furnished by the cells 
forming the intestinal wall. When neutral fats are split id 
the intestine the glycerine yielded by the decomposition is 
absorbed in company with' the fatty acids and soaps, and 
probably suffices lor the subsequent synthesis. This useful 
synthesis is another example of the numerous syntheses per- 
formed by the body cells, and, like some of those of which I 
spoke in the first lecture, this one protects the organism 
against substances capable of acting injuriously upon the 
body. These substances in this instance are the free fatty 
acids. 

I have already mentioned that the caloric value of the fats 
is very high, one gramme of fat yielding nine and five-tenths 
large calories gross. The yield of energy from the fats is 
thus more than twice as great as that derived from proteids 
or carbohydrates. This important peculiarity of the fats 
depends upon their chemical structure, which, as you will 
remember, is characterised by the presence of sixteen or 
eighteen atoms of carbon in a molecule of fatty acid, with 
only two atoms of oxygen in the molecule. Owing to this 
very low oxygen content a large quantity of oxygen is required 
for the conversion of the molecule of a fatty acid into the 
ultimate products of combustion, carbonic acid and water. 
In the course of this combustion there is consequently a 
greater yield of energy than if a smaller amount of oxygen 
were required to bring about the formation of the final 
products, carbonic acid and water. Human beings in- 
stinctively make use of the high caloric value of fat where a 
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:t production of hsFit ia required physiologically, as in the 

1 of persona living in very cold cUmates. 8noh persons 
crave fats, eat them in large amount, nud utilise them readily. 
Op the other hand, persons living in tropical climates have 
an aversion to fat, which is based upon the relatively small 
caloric needs o£ the body, which radiates comparatively little 
heat. 

In conditiona of health, and also in disease, the fats are 
capable of replacing the carbohydrates to a considerable 
extent, or indeed exclusively for short periods of time. We 
often make use of this capacity ol the fata to replace carbo- 
hydrates in cases of dyspepsia where the carbohydrates are 
only imperfectly digested and give rise to symptoms. We 
also employ the fata to replace partly the carbohydrates in 
diabetics who are unable to consume sugars normally in the 
organism. You remember that 100 grama ot fat yields 950 
gross calories, If now we should increase the quantity of 
rat to 200 grams, this would yield 1,900 gross calories. As 
a man of average weight requires less than 3,000 gross 
calories in twenty-four hours, you see bow large a propor- 
tion of the caloric needs of the body can be supplied through 
a not immoderate increase in the tats of the food, You can 
also readily calculate how considerable a reduction of carbo- 
hydrate food is permissible under these circumstances. 

Like carbohydrates the fata are capable of saving an 
excessive waste of proteid material ; that is to say, the waste 
of proteids can be minimised by the administration and 
utilisation of considerable amounts of fata or carbohydrate 
material. In wasting diseases, with an excessive loss of pro- 
teid, as in phthisis or marasmus, from any cause, the fats 
may be usecl in abundance, since their utilisation is commonly 
less impaired than that of the cfl,rbohydratea. One reason 
for this is the readiness with which the fats are digested and 
absorbed, even when there is some derangement of gastric 
and intestinal digestion. This property renders the fats 
exceedingly usefnl in most chronic diseases of the gastro- 
enteric trEict. 

There is one effect arising from the use of fats which 
it is important for you to recognise. This is their action in 
facilitating the absorption from the intestine of the salts of 
calcium and magnesium. These salts are not very readily 
absorbed, owing to their slight solubility in the digestive 
'nioes. The presence of fatty acids in abundance favonrs 
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the formation of soaps of calcium and magnesium, which 
are much more readUy taken up by the intestinal epithelium. 
It is especially important that the calcium and magnesium 
salts should be normally absorbed during the periods of 
infancy and childhood, when the skeleton is growing 
rapidly. The absence of a sufficient quantity of fat helps tc 
deprive the skeleton of its normal supply of calcium ani? 
magnesium salts, and is, perhaps, one of the factors in the 
production of rickets. 

The use of an abundance of fat in the food favours its 
accumulation in the body, and especially in the adipose 
tissues, where the surplus of fat over and above that 
bnmed for the maintenance of animal heat Is stored. 

The reason for the ready accumulation of fat in the body 
lies in the pecnliarities of chemical constitution, already 
mentioned, which render fatty subataneea especially difficult 
to oxidise, Proteids and cajbohydrates are readily oxidised 
and decomposed into the final non- nitrogenous products o( 
combuation, carbon dioxide and water. The fats thus con- 
trast sharply with these two great classes of food-stuffa, and 
this difference explaina the unique position of the fats as 
stores of potential energy. We shall see that it is not clear 
whether fat is formed in the body from proteids, and that in 
any event the amount derived from thia source must be very 
small. The stored fat must, therefore, come from the carbo- 
hydrates or the ingested fats, or from both sources. Of these 
two sources the ingested fat is probably the more important 
in the case of the human animal. This emphasises the 
importance of looking carefully after the fat absorption of 
our patients who suffer from impaired storage of fat — that is 
to say, are excessively lean. On the other band it indicates 
the necessity of withdrawing fats largely from the dietary of 
those who are corpulent. 

Whether an abundance of tat in the organism exerts any 
definite effect upon the constitution of the nervous system 
is uncertain. The nervous system contains large quantities 
of the bodies called lecithins, which may be loosely 
characterised as phosphorised fats, and it is possible that a 
deprivation of fat may result under some circumstances in a 
diminished formation of lecithins. I waa unable, however, 
to find any evidence of a diminished lecithin content of the 
nervous system after prolonged fat starvation in pigs, It is 
customary to use fat in abundance in cases of multiple 
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ueuritis, where the peripheral nerve fihrea have been exten- 
sively damaged. In such cases the oily substance known as 
myeline which eurrounds the axis-cyhndera of the nerve 
fibres is extensively broken up, and it has been thought by 
some writers that the fat of the food is capable in aoine way 
of replacing this myeline. While it is very doubtful if this 
be the case, it ia probable that the free use of fat is helpful 
in favouring the recovery of persona suffering from multiple 
neuritis. It is, however, not unlikely that this benefit 
arises from the effect upon general nutrition, rather than 
from any specific action on the nervous system. 

One other use of fat as a food remains to be mentioned. 
I mean the influence of fat in overcoming constipation. 
You know that normally the tmcea contain a considerable 
proportion of fat. Dsually 10 or 15 per cent, of the dried 
substance consists of neutral fat, fatty acids, and soaps 
which have not been absorbed. This loss of tat in the fseees 
is in striking contrast to the behaviour of the soluble carbo- 
hydrates and proteids, which are toimd only in very small 
quantities oi- not at all. You will thus see that the fats form 
an important portion of the bulk of the faecal material, and 
thus ftid in the prevention of constipation. If the fats be 
markedly reduced in the food, either of adults or children, 
there is always an immediate tendency to constipation. On 
the other hand an increase in the proportion of fats in the 
food often tends to overcome any slight inclination to con- 
stipation. The knowledge of this fact will often aid you in 
the treatment of constipation, especially in children. During 
the first six months the milk fat in an infant's food should 
be increased as high as 3 per cent. By the end of the 
first year it should be raised to 4 or 4a per cent. It is 
ordinarily nnadvisable to increase the proportion of milk 
fat beyond this point, and this usually suffices to prevent 
the occurrence of constipation. 

I have now spoken to you in some detail of the chief 
indications for the employment of tat as a food. It is 
proper that I should say a word as to the various contra- 
indications to the use of full quantities of fat. In the first 
place, in the various acute catan-hal inflammations of the 
gastro- enteric tract, both in children and in adults, the use of 
fats in considerable quantities ia objectionable. It is ob- 
jectionable because the tats are not absorbed under these 
conditions, and are probably only imperfectly digested. 
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Their presenoe in the intestine Id such large amoants is a 
mecbanioal hindrance to the absorption of proteid and 
favourB potrefaction. It is also objectionable becauae of the 
irritant action of the lower fatty acids that may be liberated. 
There is one particolar class of disturbances of digestion in 
which the use of fats should always be restricted, namely, 
conditions which shut off the bile or pancreatic juice, or both, 
from the intestine. Thus, whenever stools are acholic, it is 
objectionable to give full quantities of fat in the diet. The 
amount which may be allowed will differ in different eases. 
The best indication as to how much fat should be allowed is 
to be found in the quantity of fat contained in the stools. A 
considerable excess of fat in the stools, say 25 or 30 per cent, 
of the dried substance, may be permitted, but it is undesir- 
able to permit a continuous and very large loss, such as 50 
or 60 per cent. The proportion of tat in the stools can 
always be reduced by diminishing the quantity of fatty food. 
In all cases of jaundice it is best not to permit the patient to 
taite milk containing more than 1 or 1% per cent, of milk 
fat. This is about the proportion found in ordinary aldmmed 
milk. 

It is by no means uncommon to obsei-ve regurgitation of 
food in children from the use of an excessive amount of milk 
fat. In other cases a moderate amount of fat gives tise to 
the same effects. If we reduce the milk fats to 1 or 2 per 
cent, temporarily, this regurgitation can usually ba quickly 
checked. There are also many patients with chronic 
gastritis who do badly on milk containing the ordinary 
amount of fat. It is not exceptional for such patients to 
complain of nausea, which they attribute to the milk. When 
skimmed milk is substituted the nausea disappears. 

Whether the continuous use of fat as a food is absolutely 
essential for the maintenance of nutrition and normal growth 
is not quite clear. In certain animals with vigorous diges- 
tions it is possible to replace fats wholly by means of earbo- 
hydratea for many months at a time. This can be done in 
the case of young pigs without producing any distinctly 
deleterious effects. It is very doubtful, however, if fat can 
be excluded from the human dietai-y without producing 
digestive and nutritional derangements. While the carbo- 
hydrates are capable of replacing the fats to a considerable 
extent, the quantity of carbohydrate food which is necessary 
to effect this replacement Is so great that it soon leads to 
fermentative dyspepsia and its consequences. Hence the 



use of 9uch large quantities o( carbohydrates has to be dis- 
continued in the course of time, and fats are required to 
meet the caloric requirements of the body. The fata can 
also be replaced to a considerable extent by a large increase in 
proteid food, but the increase required for this purpose soon 
impairs digestion by favouring putrefactive excesses in the 
intestine. At least a moderate quantity of fat is thus essen- 
tial to the dietary of a normal human being. 

Certain effects of prolonged deprivation of fat are of 
considerable pathological interest. If a young pig he almost 
wholly deprived of fat for a considerable period of time, the 
adipose tissue in various parts of the body undergoes a 
peculiar form of atrophy. This atrophy can, however, be 
prevented if a large excess of carbohydrate food be adminis- 
tered during the period of fat starvation. The changes which 
occur in well-marked examples of fat starvation consist 
chiefly in a great shrinkage in the size of the fat cells, from 
which all the fat is in time removed. 

The spaces between the shrunken fat cells are filled with 
a pecuhar serous fluid, which also partly replaces the fat 
which has been I'emoved from the fat cells. In the ordinary 
forms of fat atrophy such as you have noticed in most cases 
of wasting disease the layer of tat beneath the skin grows 
gradually thinner, but retains the yellow colour and con- 
sistence of normal fat, or a colour and consistence closely 
resembling this. In the condition which I am descrihing to 
you the gross appearances are very difi'erent and highly 
characteristic. On section through the adipose layer it ia 
noticeable that the fat has been replaced by a semi-solid 
gelatinous somewhat greyish -looking layer. This material 
looks cedematous, but no fluid can be expressed from it. 
The condition is one which you will see occasionally at 
autopsy in certain cases of wasting disease, and especially 
in chronic phthisis. The completely transformed gelatinous 
layer ia seen especially about the heart and about the 
kidneys, more rarely in the subcutaneous tissues. This 
Bti'iking type of fat atrophy ia known as serous atrophy. It 
doubtless arises in the human subject, as in the experi- 
mental cases which I have studied, from a prolonged depri- 
vation of tat — a deprivation not sufBciently compeueated 
by the utihsation of cai'bohydrate to prevent the complete 
removal of fat from the adipose tissues, and its replacement 
through the serous material which I have mentioned. 
. Another phenomenon of much interest m c.Q'ctaeii'C\ci-n. 
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with the metabolism of the fats is the exceasive EMJCutnuliition 
of fata which occurs in aome kinds of cells under pathological 
conditions. Itisaqueationofimportance in pathology whether 
Buoh an accumulation of fat is due to an infiltration of fat, 
or whether it depends upon an actual tranaformation of the 
proteids of the cell protoplasm, in which case the accumula- 
tion would be the evidence of a degeneration rather than an 
infiltration. This question is atill under discussion. It is 
claimed by some observers that fatty degeneratiou does not 
occur, and that the excessive fat observed in the cells of the 
liver and kidney in disease is carried to these ceUa from the 
adipose tissue. Certain experimenta seem to give support 
to this view. For example, it is claimed that the exceasive 
accumulation of fat which occurs in the liver after phoa- 
phorus poisoning in dogs does not take place if the dogs 
be starved previous to the poiaoning to such a point that the 
fat in the various adipoae depflta is exhausted. On the 
other hand, if a dog whose adipose deposits have been 
exhausted by starvation be then fed upon a foreign fat with 
a different melting-point from that of dog-fat, there is an 
accumulation of tnia foreign variety of fat under the skin 
and elsewhere. It now the dog thus prepared be poisoned 
with phosphorus, the foreign fat is found on autopsy to 
have been deposited in considerable quantity in the cells of 
the liver, giving rise to histological appearances like those 
often described in fatty degeneration. There can be no 
donbt that infiltration of fat from distant fat depflts is a very 
common process in conditions of disease. It is by no means 
clear, however, that all pathological accumulations of fat in 
the cells of the liver and elsewhere are dependent upon 
infiltration. I shall point out to you in the next lecture that 
the proteids entering into the constitution of the cell proto- 
plasm are capable of yielding a certain definite and very 
considerable proportion of carbohydrate material. Now we 
know that the organism posaeases the power of converting 
carbohydrate material into fat through a process of synthesis. 
It seems possible, and even likely, that under some conditions 
of disease this conversion of carbohydrates into fat continues, 
notvriths tan ding damage to the cell protoplasm. But it 
cannot be said that this origin of fat from proteid has been 
actually established, and it must indeed be admitted that 
the best experimental observations have yielded n 
in support of such an origin. 



In thinking about the accumiiliLtioa of exoeaaive quantities 
of fat in the liver cells and other cells it is important for 
you to realise that such an accumulatiou in moderate 
degree is an entirely normal process. The fat which accu- 
mulates in the liver after a meal rich in fatty substances is 
detained there by the hver cells for the purpose of being 
burned. I am inclined to beHeve that the burning of fata, 
that ia, their utilisation for the production of heat, goes on 
more energetically in the cells of the hver than anywhere 
else in the body, and I believe that this energetic oxidation 
o( fats ia one of the reasons why the temperature of the 
liver is distinctly higher than the temperature ot other 
organs in conditions of health. If now we suppose that in 
the various conditions of disease where the cells of the 
liver are damaged by the action of certain poisons the liver 
cells have lost their capacity to oxidise and break up fats, 
while they still retain the abUity to accumulate fat brought 
to them in the blood, vre can see why there should be under 
these circumstances an excessive accumulation of fat in the 
hver. Such an accumulation of fat does not imply that the 
liver cells have entirely lost the function of burning fat nor 
the function ot utilising other kinds of food materials. I 
have already told you that the fats of all the different food- 
stuffs are the most difficult to burn, and it ia not singular 
that when a failure begins in the oxidative functions of 
the liver cells this failure should be first noticed in the 
defective capacity for utiUsing fats. This view is entirely 
in harmony with the fact that extreme degrees of tatty 
change in the hver cells are consistent with the maintenance 
of various important functions of the liver. 

A question of much physiological and pathological in- 
terest is whether fat is ever capable of yielding sugar in the 
course of metabolism. Many experiments have been made 
to discover whether tat is a producer of glycogen. The in- 
troduction of large quantities of fat with the food and the 
direct injection of fat into the circulation liave never been 
found to increase the glycogen content of the liver. More- 
over the feeding of large amounts of fat to diabetic patients 
has never been observed to increase the output of sugar. 

In consequence of these negative results the view has 
come to be generally accepted that the combustion ot fat in 
the organism does not yidd carbohydrate. This conclusion 
appears to hold good for conditions of health, but it is 
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doubtful if it Ib true of certain pathologioal states. Xhue 
Hai-tosh and Schumm. in a paper recently publisiied from 
Bumpt'a laboratory, bring forward observations which, if 
accurate, strongly support the view that sugar may be derived 
from fat. These workers found it possible to induce in dogs 
a state of phlorhizin diabetes in which so n:iuch sugar was 
excreted in proportion to the nitrogen eliminated that a por- 
tion of this sugar could have been derived neither from the 
proteids of the body nor from tlie stored carbohydrates of 
the organism. The experimental conditions appear to have 
been such aa to compel us to attribute the great excre- 
tion of sugar either to the origin of sugar from fat or to the 
synthesis of sugar from carbon -holding decomposition pro- 
ducts of the proteid molecule.' The latter view must, how- 
ever, be regarded as very unlikely. 

Besides these oases of diabetes from phlorhizin there are 
instances of hunmn diabetes in which the quantity of sugar 
excreted is so great that a portion of it must be attributed to 
the pathological metabolism of fat. The diabetic patients of 
whom this is true are victims of the severest form of diabetes, 
and are usually in the terminal period at the time of this 
great excretion of sugar. I shall have more to say of the 
origin of sugar from fat when we come to the discussioii of 
diabetes. In the meantime do not imagine that we are 
accurately informed as to the precise conditions under which 
fat yields sugar to the organism. 

In the few minutes which remain I wish to tell you 
something about the dififei-ent forms in which fat is employed 
as a food. The most important of the fats in general use is 
that which is contained in milk. It might, perhaps, appear 
to you at first sight a matter of indiHerence whether you 
give fat in the form of cream or butter, but in reality this is 
not the case. One meets "with many dyspeptic patients who 
are able to take butter in abundance, but who do badly on 
the use of cream. Nausea or a sense of distress after the 
use of cream in considerable amount is by no means uncom- 
mon. Probably the chief reason for this difference in the 
tolerance of the two forms of fat is that in cream the fat is 
present in the foi-m of globules of neutral fat which have to 

' ReaultB recently obtained in tnj laboriLtoty Me not in accord with 
those obtnined b; Hartogh and Schumm, and Dr. Lusk teiis me that 
in his experiments ha has failed to obtain the verj high proportion of 
sngnr to nitrogen which theae miters reoott. 



be split into glycerine and laAty ncids to pre^ajre the Eat for 
absorption. ButtBr, on the other hand, containa about 7 per 
cent, of fatty acids (butyric, caproic, &c.). In other words 
butter is already partially prepared for absorption. The 
absorption of hutter-fat is therefore apt to be more rapid, 
and perhaps more complete, than the absorption of cream-fat. 
This is especially true in pathological states of digestion. 
In normal persons there may he no apparent difference in 
the digestibility and absorption of the two kinds of fats. In 
cases where it is important for us to administer large amounts 
of fat, but where the digestive powers are weaker than 
normal, It may he advisable to make use of an emulsion. 
The fat emulsions vary a good deal as to the fineness of the 
fat globules. The smaller the globules, the greater is the 
likelihood of rapid absoi-ption, owing to the greater readiness 
with which the process of fat-splitting is carried on. 

A small quantity of free fatty acids is found in cod-liver 
oil and in many of the vegetable oils, such as olive oil. The 
preparation known as Lipanin is made from olive oil con- 
taining about 6 per cent, of free oleic acid. It is question- 
able whether cod-liver oil possesses any thei-apeutic properties 
unconnected with its low melting-point and its small per- 
centage of free fatty acids. 

It has often been observed that patients who have a 
dislike for fatty food are able to taJce more of it when 
alcohol in some form is administered at the same meal. The 
use of small quantities of alcohol may thus be helpful in 
favouring the intake of an important class of food. Cases 
will come under your observation in which you can safely 
recommend small quantities of alcohol for this purpose, hut 
please remember that this is only permissible when gastritis 
is not present, and where there is no Indication that the 
alcohol acts detrimentally on the stomach. It has been 
thought by some that the use of alcohol simultaneously with 
fats favours the absorption of fat, but there is experimental 
evidence that this is an erroneous notion. Many persons 
look upon chocolate as a highly nutritive form of fat, and 
recommend its use. The fat contained in chocolate is 
cocoa butter, a suhstance agieeable to the taste, but with 
a much higher melting-point than ordinary fats. In normal 
individuals the use of small quantities of chocolate is not 
objectionable, but in most disturbances of gastric or intes- 
fiiiial digestion it is probably best to forbid its use altogether. 
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Attempts have occasionally been made to employ gly- 
cerine as food, but there is no justification for thia whatsoever, 
since glycerine acta as an irritant, and is very apt to set up 
diarrhcea. The body cells furnish a sufficient quantity of 
glycerine to efEect the necessary synthesis of fatty acids into 
neutral fat. 

Attempts have frequently been made to improve the 
nutrition of patients in wasting disease by means of inunc- 
tions of cod-liver oil or oth^r fats. These efforts have met 
with little success. The skin appears to take up such small 
amounts of fat that it is hardly worth while to make use of 
so disagreeable a method. Rectal injections containing fata 
have also met with little success, as the quantity of fat 
absorbed from the nutrient enemas is vary small. A far 
more satisfactory method of administering fat is by sub- 
cutaneous injection. The introduction of oEve oil unijer the 
akin is followed by the gradual removal of the fat fi'om the 
point of entry and its utihsation by the organism. It is stated 
that none of the fat introduced finds its way into the urine. 
The use of fat in this way may to a considerable extent save 
the nitrogen of the body in cases where only a limited and 
insufficient quantity of food can be talten by mouth. Prom 
50 to 100 c.c. of oHve oil may he introduced under the skin 
in the course of twenty-four hours. You can see that the 
use of such considerable quantities of fat enables one to plaice 
at least 500 calories at the disposal of the organism. If the 
injection be made very alowly under aseptic precautions, 
there are no ill results. If the injection be made more 
rapidly than at the rate of 2 c.c. per minute, it may give rise 
to considerable pain. The injection must be made where 
the folds of the skin are loose, and different places must be 
selected from day to day. The procedure has been carried 
on daily for weeks without giving rise to unpleasant con- 
sequences, but if you employ this method it is essential to 
guard most rigidly against infection. 

Probablythe best results from the subcutaneous injection 
of fats are to be obtained in connection with nutrient rectal 
enemata. We shall see that the absorption of proteida and 
carbohydrates from enemata is satisfactory, while the 
iihsorption of fat is very shght. Hence the subcutaneous 
injection of fat is an admirable supplementary measure to 
the use of nutritive e 
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IN HEALTH AND IN DISEASE. — THE FB0TEID8 

Elements entering into proteid molecule — Beplocement of cell waste b; 
proleids — Lergo aize at proteid molecule — Cleavage products — Hexo- 
baaea, hiatidin, Ijain, argenin— Protatniaa^Amido-ttoidB : leuuin, 
tyrosln, aapartio acid— Ammonia : ita origin during mataboliam— 
Melanins — General reaotiona of proteidB^Biuret reaction — Milion'a 
reaetion— Adajukiewioz'arenotion— SoiphuT.phoaplioruB.and iron in 
the proteid molecule— Classification— Gaatric digaation of proteida— 
Inteatinal digeation of proteids — Abaorption of protaida — AlbumosDiia 
— Albumoses and peptones— Caloric value of proteids— Forms of 
proteid lood^Animal and vegetable proteida — ^Milk — Feculiaritiaa of 
milk aa a food — Infiuence on intestinal putrefaction — Inflnenoa oo 
exoretioD of uric aoid— Dlctetie uaes of milk in disease — Disadvan- 
tageaotmilk— Feptonisationof milt— SleriliBationandPaateuriaation 
or partial steriliaation — PreBorvation ol milk by formalin — Toiio 
effeota of milk— Cheese ^Skimmed milk— Buttermilk — Fermented 
milk-foods : kumjss and nuitzoon — Condensed milk — Caseon— Whey 
^Egga — Meats^Mcat extractives — Large percentage of ammonia 
derived from meat — Beef extraota — Somatose — Gelatin — Importance 
of proper cooking. 

This morning we have to consider the most important and 
complex variety ot food-atnffs — namely, the proteids. The 
proteids are characterised by the fact that they contain 
nitrogen in addition to carbon, hydrogen, and oxygen, which 
three elements we have seen to be the constituents of the 
carbohydrates and fats. Probably all proteids contain also 
a variable but small proportion of sulphur and a still 
smaller amount of iron. Many proteid substances contain 
phosphorus. 

Tne carbon of the proteid molecule exists partly in com- 
binations of the fatty acid series, partly in aromatic bodies. 
Much the greater part ot the carbon is in union with nitrogen. 
The nitrogen of proteid appears to exist largely in amido 
(NH}) groups. A portion of the nitrogen (usually less than 
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^^B SO per cent, of (he total nitrogen) in readily split off as ^^M 
^^f ammonia, a larger percentage is eeparable as basic diamido- ^H 
acids, white the greater part of the nitrogen is obtainable as 
monamido- acids. The sulphur of the proteid molecule 
exists in two forras. One of these is a loose combination, 
comparable to the nitrogen of ammonia in the readiness ^^ 

with which it is split oS. The remaining sulphur can only ^H 
bo detected on complete combustion of the proteid molecule ^H 
when it appears as sulphmic acid. We are ignorant of the ^^M 
state in which this portion of the sulphur exists in living ^^H 
protoplasm. Neither do we know in what form iron is ^^H 
present. ^^H 

The proteids hold a unique position as food-stuffs. Like ^^H 
the carbohydrates and fats, they fm^nieh the organism with 
potential energy for the development of heat and work, but, 
unlike these, they ai'e capable of replacing the nitrogenous 
wftste of the cells of the organism generally. The uninter- 

■ rupted decomposition of the proteid materials of the cell is 
■ an essential condition for the maintenance of life. This 
continuous waste, which goes on even during starvation, 
must be replaced, and the only kind of food capable of 
replacing the nitrogen of the cell is the proteid food. It 
wfll, perhaps, help you to think of the processes of com- 
bustion in the body as resembling a fire in which the 
kindlings may be compared with the proteids. The proteids 
in the Dody-cells and the kindhngs in the fire resemble one 
another in being easily burned and in being essential to 
initiate the combustion of other substances. If we add 
coals or other less combustible material to the fire, it is ^^M 
readily burned in the presence of the burning kindlings. ^^M 
Simila-rly, carbohydrates and fats are readily burned in the ^^M 
course of the oxidative processes which constantly go on ^H 
'a an energetic way in the proteid constituents of the i 



Essentially the same idea may be stated in a somewhat 
different form. The chemical affinities of the cells are 
strongest for the proteids, less strong for the carbohydrates, 
and weakest for the fats. The proteids are the most readily 
burned food-stulTs ; the fats are the least readily burned. 

It is, of course, by virtue of the nitrogen contained in 
the proteid molecule that the derivatives of the proteid food 
are capable of replacing the nitrogenous waste of the cell. 

One of the most remarkable features of the proteid 
molectile is its large sise. I oannot do better than to call 
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your attention to the compoBition of the molecule of hoemo- 
globin Fis an illustration of this fact. The bGemoglobin 
molecule may be represented as follows : — 



C7nHiuoN,„024sFGSj. 
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L 



I have chosen the eompositioa of hsemoglobin as an illi 
tration of the size and complexity of the proteid molecule 
hecanse this is one of the animal proteids which occur in 
crystalline form, and hence in a pure form. In the case of 
other proteid substances it has not been possible until quite 
recently to induce crystallisation, and hence investigators 
have only begun to succeed in establishing the composition 
of such proteids. Even in the case of hiemoglobin the 
analytical results obtained by different chemists are not 
precisely the same for htemoglobin from the same species of 
animal. We may, however, assume that the empirical 
foi-mula which I have given you is approximately cor- 
rect. We know that hemoglobin breaks up into an iron- 
containing substance called hsematin, and into a proteid 
helongine to the class called histones. Now the composi- 
tion of hEematin is definitely known, and is as follows : 
CgjHaijNjO^Fe. If, therefore, we subtract the atoms of the 
molecule of htematin from the atoms of the molecule of 
hEemoglobin, it gives us the composition of the proteid 
histone, known as globin, which is as follows :— 



1^^ 
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The laruc size of the proteid molecule is closely 
" nth " ■ ■ . . - ■ . 



J 



some of the most important physical and 
chemical attributes of the proteids. It is responeible, tor 
example, for the great difficulty with which diffusion takes 
place through animal membranes, and helps us to under- 
stand why it is that the proteids of the blood plasma are 
held within the blood vessels, while the salts and the 
material of smaller molecules readily diEfuse through the 
vessel walls. The ' eoUoid ' nature of the proteids is thus 
dependent on the large size of the proteid molecule. 

On considering the large numbers of atoms which go to 
make up a molecule of proteid substance, it naturally occurs 
to one that so comples a molecule must be capable of 
breaking down into a variety of smaller molecules, or, in 
other words, that the cleavage of proteids most yield 



THE PBOTEIDS 69 

numerous and very different prodnctg. This is actually the 
case. The kind of product derived from the splitting of the 
proteid molscnle depends somewhat on the nature of the 
proteid itself and in part upon the conditions under which 
the cleavage occurs. For instance, the proteids are decom- 
posed in the animal body during tryptic digestion in the 
intestine, during putrefaction, and in the course of meta- 
bolism in the cells and outside the body through the action 
of acids or of alkalis. While the products which result are 
somewhat different according to the conditions attending 
the cleavage, there is nevertheless a resemblance in the 
derivatives which arise under these different circumstances, 
and this similsirity in products is the result of the inherent 
chemical constitution of the proteid. 

I shall now enumerate the chief products of cleavEige 
of the proteid molecule under tryptio digestion, referring 
briefly to some of the leading characteristics of these 
cleavage products. The products arising through bacterial 
activity will be mentioned in connection with intestinal 
putrefaction. For a detailed account of the products of 
proteid cleavage I must refer you to the works on physio- 
logical chemistry. 

It is convenient to divide the products of the trj-ptic 
cleavage of proteids into those whicn contain nitrogen and 
those which do not. Of the nitrogenous products the most 
important are the bodies known as lysin, hiatidin, and 
argenin, the amido-acids (leucin, tyrosin, and aspartic acid), 
and ammonia. The bodies which are called histidin, lysin, 
and argenin are represented respectively by the following 
formulffi ; — 

CsHgNjOt, CbHi.NjOs, and C^TLnJ^ifit. 

I should like you to observe that these three bodies resemble 
one another in that each molecule contains six atoms of 
carbon. Owing to this fact, and to the circumstance that 
these substances possess basic properties, they are known 
as hexo-bases. I may here call yom- attention to a certain 
resemblance between these bodies and the hexoses or sugars 
containing six carbon atoms in the molecule. It does not ^^ 

require a great flight of the imagination to conceive of the ^^M 

transformation of the hexo-bases lysin and argerun into ^^M 

the sugars. It would be necessary, of coui-se, in effecting ^^M 

^^^loh a transformation to remove the . nitrogen from the ^^| 
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hexo-baaea entirely, to reduce somewhat the hydrogea in 
the case of lysin and argeoin, and to mcrecise the content 
of oxygen, since, as you remember, the hexoses contain six 
atoms of oxygen to the molecule, while these hexo-baaes of 
which we are speaking contain only two atoms to the mole- 
cule. It is thought by Bome of the most distinguished 
physiological chemists th&t in the course of metaboliam 
proteida are capable of yielding carbohydrate material, 
such as glucose, through a transformation of the hexo- 
baaes in some such way aa I have indicated to you. 
Whether this is the precise mode in which the proteids 
yield carbohydrate material is, of course, tar from being 
demonstrated. There ia no question, however, about the 
fact that proteida are capable of sphtting up in the course 
of metabolism in such a manner as to yield sugar. This 
fact is clearly demoBstraied by the behaviour of animals 
which have been rendered diabetic through the extirpation 
of the pancreas. As I shall explain to you vrith gi-eater 
detail in the lecture upon diabetes, the removal of the entire 
pancreas in dogs ia followed by the appearance of hirge 
quantities of sugar in the urine, and in the case of animaJa 
that are fasting. Thia sugar is preaent in a proportion 
which bears a fixed relation to the nitrogen found in the 
urine. Thia fact waa firat demonstrated by your professor 
of physiology (Dr. Lusk), The excretion of sugar occurs 
under such conditiona that it is quite clear the sugar can be 
derived only from the breaking down of the proteid mole- 
cules of the cells. It is certainly interesting to think of the 
possibihty that this sugar arises from the hexo-bases^ 
histidin, lyain, and argenin. 

Under the influence of tryptic digestion the yield of 
hexo-bases is small. It is not without interest to stop for 
a moment to consider the origin of the hexo-bases^ histidin, 
lysin, and argenin — from the proteid molecule. It ia, of 
course, conceivable that these Dodies might result from a 
cleavage of the proteid without intermediate more complex 
antecedents. As a matter of fact, however, it has been 
recently determined that the hexo-bases — histidin, lysin, and 
argenin — can be split off from a more complex proteid deri- 
vative by means of a hydrolytic process. Several allied 
bodies are capable of yielding histidin, lysin, and argenin in 
this way. Such bodies have been given the general name 
of protamins. It is thought that the protamine oonstiimte 
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vlfae real ohemtcail nucleus of the proteid molooule, and there 
" is considerable evidence that this is the case, A particuSai' 
protamin, which has been isolated by Kosael from the efjga 
of the aalmon, ia known as salmin. Salmin was found to 
have the following composition: QmH^jNiTOB. The pro- 
tamin salmin yields on decomposition one molecule of 
histidin, one molecule of lysin, and three molecules of 
ai^nin for each molecule of salmin. It is not unlikely 
that the hexo-bases arise in a similar way in the cellular 
metabolism of the higher animals. The nature of the oarho- 
hydrate moiety of the proteid molecule is, however, still the 
Bubjeot of discussion. 

Possibly you have gained the impression that all proteids 
are capable of yielding sugars of the hexo- type— that is, con- 
taining 8LK atoms of carbon. While this is true of mucins, 
and of various animal and vegetable albumins, it does not 
hold good for all proteids. Thus there are some proteids, 
like casein and vitellin, which have hitherto failed to yield 
any carbohydrate moiety whatever. There are also some 
proteids wMch yield carbohydrate groups united to NH, 
groups— amido-hesoses these bodies are called. Then, again, 
some proteids, like the nucleo -proteids of the pancreas and 
liver, yield, not hexoses, but pentoses— that is, sugar con- 
ttuniog five carbon atoms instead of six. In diabetes the 
mine sometimes contains sugar of the pentose class ; a 
fact of considerable interest in connection with what I 
have just said about the pentoses yielded by the nooleo- 



I second group of nitrogenous products of proteid 
cleavage is made up of the amido-acida — that is, acids of 
the hydrocarbon or fatty-acid series — in which oue hydrogen 
atom has been replaced by the amido-group (NHj), as, for 
instance, in the following examples : — 

(1) Leucin or a-amido-iaohuty lace tic acid ia CfiH,aNOj, 
or{CH:3),, CH, CHa, CH{NH2), COOH. In tryptic digestion 
the yield of leucin is large. 

Leucin was formerly supposed to he amido-eaproic acid. 

(2) Tyroain or j)-oxyphenyl-amido-propionic acid ii 
CgHiiNO,. or HO.C|;H,.C:iH,,(NH,).0OOH. The ti-yptie 
yield of tyrosin ia much less than the yield of leucin. 

(3) Aspartie acid or amido-sueoinic acid is CjHjNOi, or 
CsH,(NH2).(COOH)5. The yield of this amido-oeid from 
proteid is very much smaller than the yield ot leucin. 
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The chief amido-acida are leucin, tyrosin, and aspartic 
sLcld. Their chemical constitution is indicated in the for- 
mulas to which I have just caJled yoor attention. Aspar- 
tic acid is of comparatively little interest in the human 
organism, but is highly important in the metabolism of 
plants, which probably hultd up their proteids by means o( 
synthetic processes in which aspartic acid plays a prominent 
part. Leucin and tyrosin differ in the very important feature 
that leucin is a fatty acid derivative, whereas tyrosin is a 
derivative both of the hydrocarbon and the aromatic series. 
Leucin appears to he rather readily burned in the organism. 
Tyrosin is also broken up by oxidation, both during meta- 
bolism and through the action of putrefactive bacteria, but 
tyrosin cannot be oxidised to the point where its beuzol 
ring is broken up. Instead of breaking down in the body 
the aromatic nucleus becomes converted by oxidation into 
phenol or carbolic acid, and finds its way as a phenol com- 
pound into the urine. Where the oxidation processes of 
the body are greatly reduced — as in some cases of liver 
disease — the leucin and tyrosin formed in the intestine in 
the course of proteid digestion are not oxidised as in health. 
In consequence of this leucin and tyi'osin sometimes make 
their appearance in the urine. Whether these amido-twjida 
ai-e ever derived from the brealcing down of the proteids 
belonging to the cell protoplasm of the body is a question 
which cannot be answered at present. Leucin and tyrosin 
and aspartic acid are simpler substances them the hexo- 
bases of which I just spoke to you. They probably are the 
source of very little chemical energy in the body, and cannot 
at last be regarded as possessing more than a very low food 
value. The hexo-bases, on the contrary, are probably most 
impoi-tant som-ces of chemical energy. 

One of the most important products of the cleavage of the 
proteid molecule is ammonia. The formation of ammonia 
occurs as one of the end products of tryptic digestion, but 
only in small amount in trie course of normal human diges- 
tion. A far larger proportion of ammonia results from the 
cleavage of proteids in the course of normal metabolism. 

This metabolic ammonia has two entirely distinct sources. 
One of these is the life activities of the cells of the organiam 
generally. This mode of origin is entirely independent of 
the food supplj'. Cut o£f the food supply wholly and the 
ammonia continues to be produced, to be converted under 
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Dormal oircnmstaticeB into urea. An excellent proof that 
ammonia is still formed by the cells in starvation is to be 
Been in the results of administering large doses of a mineral 
acid to an omnivorona or carnivorous animal. The urine 
under these circumstances contains a large amount of 
ammonia united to the acid vrhich has been neutralised to 
protect the orgaoiBm. 

The second metabolic eourco of ammonia is proteld food, 
and especially the proteida of muscle. A few minutes ago 
I spoke of the ammonia derived from tryptic digestion, but 
this is not the source of ammonia which I now have in 
mind. I refer to ammonia which is split off from the muscle 

froteids of food by cells in the wall of the intestine. The 
igh percentage of ammonia in the portal vein after a meal 
of meat depends on this cleavage. This ammonia adds 
greatly to the ability of an animal to neutrahse acids, since 
it reinforces that derived from the cells generally. 

These facts enable us to explain why herbivorous 
animals, vrith little ammonia at their disposal, succumb 
readily to poisoning by acid, while carnivorous animals are 
far more resistent, 

I have already told you something about the fate of 
ammonia when speaking of the synthetic processes which 

?rotect the organism against the action of certain poisons, 
'ou will remember that I mentioned to you the conversion 
of ammonia into urea through synthesis vrith carbonic acid. 
One can form some estimate of the very considerable yield 
of ammonia ^hich must occur in the course of metabolism 
in order to give rise to so large a quantity of urea as Is 
excreted daily through the kidneys, although I do not wish 
you to infer that all the urea excreted is derived from this 
one source. 

It may perhaps be not out of place to mention here the 
foot that various proteid substances are capable of yielding 
nitrogen -containing bodies which haye a dark colour and 
possess the characters of melanins. These melauins have 
a distinct pathological interest, since they are formed in con- 
siderable quantities in certain pigmented tumours, as, for 
example, in melanosarcoma. It is easy to obtain raelauin- 
like pigments through the action of sulphuric acid upon a 
number of different proteid substances. The different 
melanins, though closely alhed, present certain variations in 
composition. As a class the melanins are characterised by 
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a rather high content of carbon, n, relatively low percentage 
of nitrogen, and a variable but generally high proportion of 
sulphur. The absence of iron from most melanins has 
led to the belief that they do not originate from the blood 
pigment, while the presence of aulphur suggests their origin 
from proteid material, 

I do not wish you to imagine that I have given you an 
adequate idea of the cleavage products of the proteida. I 
have mentioned only some of the more important substanoea 
formed in the course of tryptio digestion and during meta- 
bolism. 

Physiologists as yet possess no satisfactory knowledge of 
the manner in which the different atoms are arranged in the 
proteid molecule. Certain general reactions ot the proteida 
give ua an indication of a variety of groups which they con- 
tain. Thus, as you know, all proteida give a pink or violet 
coloration when boiled with strong sodium hydrate, with 
the addition of a few drops of a very dilute solution of 
copper sulphate. This reaction, which is known as the 
biuret test, indicates that the proteids contain the biuret or 
urea group. Biuret ia derived from urea by the removal of . 
ammonia. Thus : ^ 

/NH, M 

2C0< - NH, = C20,N,,H5 . ^ 

^NH., - ■ 

Another important reaction which throws light on the 
nature of the proteid molecule ia that known as Millon'a 
reaction. This consists in a white precipitate soon changing 
to red, which results from the addition to a proteid of the 
nitrate of mercury in acid solution. The reaction is due to 
the presence ot the aromatic nucleus contained in the pro- 
teid molecule, and the same reaction can be obtained from 
phenol, tyrosin, Ac. The proteid molecule, however, con- 
tains more than one aromatic group. Thus the presence of 
an indol group, represented by the substances indol and 
skatol, appears to be indicated by what is known as the 
Adamkievncz's reaction. This consists in a red dish -violet 
colour, which appears when a small amount of proteid 
subatanee ia added to a mixture of concentrated sulphuric 
acid and glacial acetic acid. 

Althoiigh much has been learned in recent years of the 
more intimate oonstitntion of the proteids, we conuot conceal 
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from ourselYQB the fact that we are still s, loDg Aiatanee from 

a knowledge of the arrangement of the atoms constituting the 
different varieties of proteld molecules. 

I mentioned to you at the beginning of the hour that 
some of the proteids contain sulphur, phosphorus, and iron. 
It is important to call your attention to certain properties of 
proteid material which are closely connected with the 
possession of these elements. Iron is probably present in 
the protoplasm of all cells, and especially in that group of 
proteids known as nucleo -proteids, a gi'oup of substances 
capable of brealdng down into aft albuminous substance and 
nucleins. In what form the iron of the proteid molecule 
exists is not known, but it is clear that it must be present 
in some organic combination, and not in an inorganic form. 
This is shown by the fact that the iron of the cell does not 
give the ordinary reactions to iron which are readily obtained 
from its inorganic combinations. This masked iron, as it 
is sometimes called, is doubtless of the utmost importance 
in bringing about oxidative processes in the body, and any 
considerable diminution of the organic iron of the cell is 
probably attended by a diminution in the intensity of these 
processes. I shall speak to you again of iron in its relation 
to the animal organism when we come to review the 
inorganic food-stuffs. The presence of sulphur is charac- 
teristic of moat proteid Buoatances, and many such sub- 
stances contain a high percentage of sulphur. This is the 
case, for instance, with a large group of bodies known as 
albumins. We do not know just how the sulphur in the 
proteid molecule is combined, but as I stated at the beginning 
of the hour it exists in two forms — one in loose union with 
the rest of the molecule, the other only recognisable on 
complete oxidation of proteid. In the course of the oxi- 
dative processes in the cells which attend the cleavage of the 
proteid molecule the loosely combined sulphur becomes 
largely oxidised to sulphuric acid. This acid combines 
with bases to form sulphates which are ehminated in the 
urine. Not all the sulphur leaves the body as sulphuric 
acid, a small proportion being excreted in the form of the 
organic substance known as taurin. 

Phosphorus is a regular constituent of some proteids. 
The presence of phosphorus in the nuclei of the celts of 
the body seems to he closely connected with cellular 
! of the utmost importance to the organism — e.g. 
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with the growth ol the cell and with its capacity tor repro- 
duction. Ab in the case of sulphur and iron, we are ignorant 
of the preoiae form in which the phosphorus is held in the 
proteid molecule. It ia clear, however, that in the course of 
the oxidations and cleavages that occur in the proteid the 
phosphorus becomes oxidised to phosphoric acid, and after 
uniting with bases is excreted by the urine as phosphates. 
In a general way we may say that there is a parallelism 
between the yield of phosphoric acid, of sulphuric acid, and 
of nitrogen in the course of the destructive metabolism of 
proteids. The more rapldlv the cells of the body break 
down through physiological combustion, the larger is the 
amount of nitrogen found in the urine, and the larger also 
is the excretion of the sulphates and the phosphates. In 
wasting diseases in which there is excessive proteid decom- 
position the excretion of sulphates and phosphates keeps 
pace with the excretion of urea. 

It is convenient to classify the proteida according as 
they contain phosphorus or not. In the large group of 
proteids and proteid derivatives which do not contain phos- 
phorus we find the albumins, the globuhna, hiemoglobin, 
acid and alkali products of the albumins, peptones and 
albumoses, mucins, amyloid substances, and certain proteids 
found in cartilage known as chondro -proteids. The sub- 
stances grouped in this list are unlike in complexity, the 
albumins and globulins, for instance, being simpler in 
composition than the chondro -proteids or the mucins. 
Nevertheless it is desirable to group them as suhstances free 
from phosphorus. 

The phoaphoms-contaiuing proteida can be divided into 
two groups, the nucleo-albumins and the nucleo -proteids. 
A good example of a nucleo -albumin is the casein of milk. 
The nucleo-albumins on being split up yield an albumin and 
phosphoric acid. You remember that casein contains phos- 
phorus when I remind you that the urine of people who are 
put on a milk diet usually hecomes strongly acid. This 
acidity is due in large measure to the presence in the urine 
of the acid sodium phosphate, which is more abundantly 
formed on a diet of phosphonis-containing proteids than on 
foods free from phosphorus. 

The memhers of the second group of phosphorus- 
containing substances — namely, the nucleo -proteids — are 
obEuraotensed by the fact that they yield both ;nuoleina and 
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_ t6umms. The phosphoruB-holding nucleins yield aJbumin 
and a nudeinic £w^id on further deconi position, the phos- 
phorus belonging to the lattec body. As the different 
nucleo-proteids have nucleins of different constitution, it is 
not 3tii"prising that there should be different nucleinic aeids. 
Thus the nucleinic acid obtained by Mathews from herring 
sperm is represented by the formula CjuH.^jNuOaiPj, while 
the acids derived from the sperm of other fishes, from yeast, 
and from other cells are represented by somewhat dilferent 
formulsB. 

The following scheme may help you to remember the 
constitution of the nucleo-proteid constituent ol cells : — 



Nuoleo-proteid 

Albumen Nuclein 

(Hiaton) / N . , 

Albumen Nucleinic acid 
\ 

Xanthin bases 
(Uric acid) 



A highly important characteristic of nucleinic acids is the 
i thej 
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P^^faob that they yield the substances known as xanthin or 

''* protein bases. 

I cannot stop to explain to you the stages through which 
the nucleinic acid derived from the nnclein maybe converted 
into the various members of the group ot xanthin bases. In 
a subsequent lecture I shall discuss this with you in detail. 
At present I ask you to remember the fact that uric acid is 
the Vest known, though perhaps not the most important, ot 
the xanthin bases, and that it represents the last link in a 
series of changes which begin with the conversion of nucleinic 
acid into the closely alhed basic substances adenin and 
guanin. I ^vill ask you also to remember that substances 
rich in nuclein lead to the production of large amounts o£ 
uric acid. This is a cireumstance of very considerable sig- 
nificance in the treatment of disease. Where we wish to 
avoid the formation of uric acid in excessive amounts we 
must be particular not to allow our patients to eat foods rich 
in nucleins. All tissues in which the nuclei are_ large in 
proportion to the cell bodies arc rich in nuclein. The 
:.liliymu8 gland, which ie oftea eaten .as a sweetbread, is an 
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example of this. Young meats have the same peculiarity. 
The story is told of a manufacturer of carpets that be 
BDOouraged bis men to eat veal in order that he might recover 
largo quantities of uric acid from their urine. The uric acid 
he utilised to make the beautiful dye known as mureud, 
which he employed in staining hia fabrics. I cannot leave 
this subject without calling your attention to the fact that 
the two groups of phosphorus -containing proteids, the 
nueleo-albumins and the nucleo-proteids, are sharply con- 
trasted as regards their influence on the formation of uric 
acid in the body. While the nucleo-proteids lead t-o the 
abundant formation and excretion of m-ic acid, the use of the 
nueleo-albumins, as represented by casein, leads to a marked 
reduction in the ordinary output of uric acid. The utility of 
milk in treating disorders characterised by an excess of uric 
acid in the urine is partly referable to this fact. 

Besides the vaiious types of proteids of which I have 
spoken there is a group of closely allied bodies to which the 
name albuminoids has been given. The keratins found in 
homj' tissues hke the nails and hair, the elaatin found in 
elastic tissues, and the koUagena belonging to tendon and 
bone, and represented by gelatin, are examples of albu- 
minoids. The albuminoid substances are made up of 
molecules of less complex structure than the true proteids. 
For example, it is inferred from certain genera! reactions 
that whereas egg albumin, which is a true protoid, contains 
at least three different aromatic groups, gelatin contains but 
one such group. Owing to the greater simplicity of the 
albuminoids these bodies are incapable of replacing the 
nitrogen lost through the waste of proteids in the cell 
substance. They cannot therefore take the place of proteid 
food. Gelatin is, however, capable of sparing proteid waste 
under some circumstances much as is done by fats and 
carbohydrates. 

I will now ask your attention to certain processes con- 
nected with the digestion and absorption of proteid food- 
stuffs in the human organism. You know that the native 
proteids, such as egg albumin and casein, which we take vrith 
our food, undergo partial digestion in the stomach through 
the action of hydrochloric acid and a ferment of the gastric 
juice. Albumins are converted first into acid albumin, and, 
later, undergo transformation into albumoses, and to a much 
less extent into peptone. In cases where the hydrochloric 
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Eioid and the ferment of the gastric juioo are deficient the 
formation of albumoaes and peptone does not occur in the 
stomach. In such instances the work which should be per- 
formed by the stomach is done in the intestines through the 
action of the trypsin or proteolytic ferment of the pancreatic 
juice. Intestinal digestion appears to be capable of compen- 
sating wholly or largely^ for the failure of proteid digestion 
in the stomach. Even in health proteid digestion does not 
usually advance very far under the iniluenco of hydro- 
chloric acid and pepsin. Only a small portion of the native 
proteid becomes converted into peptone, which is the terminal 
product of normal proteid digestion. The absorption of pro- 
teids from the stomach also appears to be insignificant in 
amount. 

The acid contents of the stomach on entering the 
duodenum give rise to a free secretion of the alkaline pan- 
creatic juice. It has been shown conclusively that the 
hydrochloric acid of the gastric juice constitutes a most 
important physiological stimulus to the secretion of pan- 
creatic juice containing an abundance of tryptic ferment. 
Under the influence of trypsin, in the aUtaline medium of 
the pancreatic juice, there occurs an energetic conversion of 
tha proteids and proteid derivatives which have come from 
the stomach into aibumoaes and peptone. Peptone, the last 
proteid product in the digestion of proteid, is readily absorbed 
from the walls of the intestines. The more rapidly the process 
of digestion goes on the more rapidly does the absorption 
of peptone occur. If digestion is slow, owing to an excess 
of proteid food or to a deficiency in the tryptic ferment of 
the pancreatic juice, the absorption of proteids is slow. In 
other words, there remains under these conditions a cou- 
eiderable amount of proteid material which is not rapidly 
converted into a form fitted for absorption. Moreover, even 
if much of the ingested proteid be converted into peptone 
the quantity fitted for absorption may be so considerable 
as to lead to some delay in being taken up by the intestinal 
epithelium. When this happens in consequence of an ex- 
cessive proteid meal, other factors enter into the process of 
bringing about the proteid clsavage. The bacteria with 
which the intestine swarms act rapidly upon peptone and 
albomoses, breaking them down into simpler substances 
than those pertaining to tryptic digestion, such as tyrosin, 
indol, and phenol, and probably with an esoeBsive yield of 



80 CHEMICAL PATHOLOGY ^ 

leuGin, ammonia, and other bodies. If the conditions of 
digestion are such that a considerable proportion of tho 
■proteid food ia broken up into these products, the loss of 
potential energy to the body may be great, for, as I have 
ali'eady explained to you, the organiaui needs the complex 
protein molecule to replace the couatant proteid waste of 
colla. Peptones and albuiuoses furnish the necessary nitro- 
genous food material, but when peptone is cleft through 
bacterial action into leucin, tyrosin, &c., there is necesBanly 
a distinct loss of proteid food material which may cause 
the body to lose nitrogen. But this loss of proteid from 
excessive proteolysis is by no meana the only important 
effect of excessive bacterial activity. Some of the cleavage 
products of peptones and albumoses exert a distinct if not 
considerable toxic action, and this toxic action in some in- 
stances leads to pronounced pathological consequences. I 
shall have somethmg to say to you on this subject when we 
discuss excessive intestinal putrefaction. 

In health the absorption of proteid material from the 
intestine is excellent. Very little proteid finds its way into 
the faeces, and what there is appears to be derived largely 
from intestinal epithelium and the succus entericus. Albu- 
moses and peptones are not found. Of course the fact that 
proteids are not found in the fjecea except in small amount 
is not necessarily an indication that the proteids have been 
absorbed as such. It ia conceivable that they may have 
been to a considerable extent broken up into the simpler 
products of proteolysis which I have already mentioned. 
Similarly the absence of oarbohydi-atea in the fseces does not 
signify that these substances have been absorbed as such, 
for they may have been largely broken up through excessive 
fermentation. 

The absorption of proteids does not occur to any con- 
siderable extent through the physical processes of filtration 
and osmosis, but muat be regarded as arising through 
definite vital activitiea of the epithehal cells lining the intes- 
tine. The peptone which haa been absorbed passes, not 
into the lymph -vessels, but almost exclusively into the 
blood-vessels. It is a remarkable fact, however, that the 
peptones absorbed are found in very small amounts in the 
mesenteric vein, and that they rapidly disappear from the 
circulation when injected into it. It is quite clear that 
certain cells of the body are. capable of rapidly eon verting 
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peptone and albumoses into some other siibstance, perhaps 
serum albumin. It is still uncertain whether tbe disap- 
pearance o£ the peptones absorbed from the intestine is 
effected throagh the action of the epithelium of the intestine 
or through the activity of the lymphoid cells and the leuco- 
cytes which are present during the digestion in such large 
numbera in the intestinal walls. The balance of evidence 
appears in favour of the assimilation of these proteida by the 
leucocytes. It is, of course, not clear whether the leucocytes 
convert peptone wholly or partly into serum albumin, or 
whether they carry the peptone as suoh to the cells through- 
out the body, to be converted by these cells into the blood 
proleids, serum albumin, and serum globuhn. If the serum 
albumin of the blood were derived merely from the direct- 
transformation of proteid food, one would expect its quantity 
t-o diminish in the blood during starvation. As a matter of 
fact the two proteida, serum albumin and serum globulin, 
are maintained at about the normal ratio during starvation, 
and show httle diminution from the normal proportions. It 
thus seems probable that both these substances are formed 
during cell metabolism throughout the body. 

I have mentioned to you that when peptone ia injected 
into the blood it soon disappears from the circulation. This 
is true also of the albumoses, although if these bodies be 
introduced in considerable amount they reappear as such in 
the urine. It ia not quite clear whether albumoses are ever 
taken up from the intestine in sufficient quantities to make 
them reappear as albumoses in the urine. There are a few 
observations which indicate that this sometimes happens. 
It is also well established that albumoses occasionally appear 
in the urine in conditions apparently unconnected with dis- 
turbance of intestinal digestion. Albumosuria has been 
found most often in suppurative processes, in which pus is 
retained and disintegrated, in acute infectious diseases, and 
in some tumours of the bone. How it originates in these 
cases is not known. The presence of persistent and con- 
siderable albumosuria is of considerable prognostic value, 
since it is almost always associated with an early fatal issue. 
The cases which we now apeak of as albumosuria were for- 
merly described as instances of peptonuria. But it has been 
almost conclusively shown that peptones do not occur in the 
orine in pathological states, and that the substances for- 

rly described as such are in reality albumoses. 
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Even at the present time there ia some difference of 
opinion as to what properties of proteid subatancea charae- 
teriae an albumoae. The bodies usually described as albu- 
moses are almost invariably mixtures of several different 
closely allied substances, which vary from one another in 
their solubilities and in the conditions of precipitation. The 
different albumoses when in solution are not precipitated by 
heat alone, and if precipitated by acids or salts are redis- 
Holved by boiling, to separate out again on cooling. The 
albumoses like albumin are precipitated by nitric acid, ferro- 
cyanide of potassium and acetic acid, sodium chloride and 
acetic acid, and by ammonium sulphate, but unlike albumin 
are not coagulated by boiling. The chief feature of difference 
between albumoses and peptones is that the albumoses are 
insoluble In a saturated solution of ammonium sulphate, 
whereas the soluble peptone is not precipitated by this 
reEigent. Both albumoses and peptones give the biuret 
reEiction readily in the cold. 

I have not yet said anything to you about the nature of 
the chemical change involved in the conversion of albumina 
into albumoses and peptones. The truth ia that the precise 
character of the alteration is not understood, but there is 
reason to think that the albumoses and peptones arise from 
a cleavage and hydration of the native proteid moleculea. 
This process of proteolytic cleavage reminds one strongly 
of the hydrolytic cleavage of starch into destrina and 

In the text-books of physiology you will find many 
references to a separation of proteid bodies into distinct 
anti- and hemi-groupa during digestive proteolysis. Anti- 
peptone received its name from the reputed fact that this 
body resisted further cleavage during peptic and tryptic 
digestion. Hemi-peptone, on the other hand, waa split into 
simpler molecules (leucin, tyrosin, &c.) by the action of 
the tryptic ferment. Now it has been shown quite conclu- 
sively by Kutseher that prolonged tryptic digestion almost 
completely transforms proteids into ami do- bodies, like 
leucin, tyrosin, aspartic acid, &c. Thus there is no real 
ground for the separation of anti- and hemi-hodies, and I 
think we shall do well to lose sight of anti -albumoae, anti- 
peptone, hemi- album ose, hemi-peptone, &c. 

Perhaps the following scheme will help you to recall the 
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Figfoducta of tryplic digestion, and to contrast ther 
niose of peptic digestion in the stomach : — 



Proteid. 
(Egg albumin, 

fibrin, ic.) 
Acid albumin 
Album OSes 
Peptone 



Proteid. 1 

(Egg albumin, 

fibrin, &c.) I 

Allcali albumin 
Albumoaea 
Peptone I 

Lysin, argenin, histiJin. 
cjn, ty rosin, aspartic 
ammonia, Sw. 



leu- 
acid, 



» I must not omit to remind you that in normal human 
digestion the final products ot tryptic activity are formed 
only in small amoant, the proteids being absorbed as albu- 
inoses and peptone^!. On the other hand, the final products 
of tryptic digestion in the laboratory represent the cleavage 
of all, or nearly all, the peptone. 

I have already referred to the caloric value of the pro- 
teids. This, yoa will remember, is almost exactly the same 
as that of the carbohydrates. You will recall also that 
the quantity of proteid daily taken by a man of average 
weignt supplies only a small proportion of the total caloric 
requirement. Thus 100 grams of proteid would yield 
410 large calories gross, or less tian one-sixth of the caloric 
needs of a man weighing 70 kilos, But 100 grams o£ 
proteid, while falling so far short of the caloric requirements, 
would ordinarily suffice to replace the nitrogenous cell waste 
from the body of such an individual, and a considerable 
increase in proteid would be unnecessary and might, in fact, 
be embarrassing to normal digestion. You can very easily 
form some conception of the relationship between the nitro- 
genous cell waste and the proteid required for its replacement. 
A man of average weight CKoretes from 25 to 30 grams of 
urea daily while in health and performing a moderate 
amount of physical work. This quantity of urea is equiva- 
lent to about 12 to 15 grams of nitrogen. Now it is 
customary to express the relationship between the nitrogen 
content of the proteid molecule and the weight of the entire 
proteid molecule by means of the number 6'25, which is 
known as the nitrogen factor. That is to say, we can form 
an approximate idea of the amount of nitrogen in a given 
amotint of proteid material by dividing with the nitrogen 
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factor, or we can estimate the proteid equivalent of a pven 
quantity of nitrogen by multiplying the weight of nitrogen 
by this factor. If we multiply 15 grajna of nitrogen by 
6-25 we get 93'75 grams of proteid material us represent- 
ing the proteid waste of the body for twenty-four hours. 
Tinder conditions of healthy digestion an intake of 
100 grams of proteid material or thereabouts would suffice 
to replace this proteid waste. The shortage in caloric 
supplied by the proteid constituent of the food must of 
course be made up by fats and carbohydrates. 

I think I have already told you it is not improbable that 
fat can be formed from proteid, since the proteid molecule 
contains a carbohydrate moiety and since, as ia well known, 
carbohydrate material can be converted into fat. It is 
unlikely that fat is actually produced from proteid under 
normal conditions. The carbohydrate portion of the proteid 
molecule is probably burned promptly as it splits off from 
the proteid molecule in the course of metabolism, and this 
biiming is probably so complete that a synthesis of tat 
cannot ordinarily occur. 

I wish now to call your attention to some of the chief 
forms in which proteid food is employed. It is impossible 
to give you detailed analyses of the different food-stuffs at 
our disposal or to describe them in full. For such details 
you must consult the va,rious works ou dietetics. But I 
hope to be able to indicate to you some of the general 
principles that should determine your use of the different 
kinds of proteid food. 

One of the first questions to force itself upon our atten- 
tion is the relative merits of animal and vegetable proteids. 
There is certainly a close resemblance chemically between 
the proteids that are furnished by animal and vegetable food. 
Certain differences in chemical composition diatinguiah the 
vegetable proteids from one another and from animal pro- 
teids, but as yet we have no satisfactory knowledge of the 
real significance of these differences to the proceaaes of 
nutrition. We know, however, that there are great dif- 
ferencea in the character of the associated materials of food, 
and it ia likely that one import'tnt difference in the nutritive 
value of the animal and vegetable food is to be sought in 
the extractive bodies, the salts, the carbohydrates material, 
Ac, with which the two kinds of proteid are usually bound 
up. In general it seems probable that the vegetable protek" 
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ate more slowly digested than the proteids of aaimal origin. 
In many instancea this leads to favourable conditions for 
excessive putrefaction in the intestine. The proteids of 
meat are supposed to be more rapidly digested, and in some 
pathological conditions this is a matter of importance. It is 
liliely that in the case of persona in good health tho proteid 
food might be taken almost indefinitoly and exclusively 
either in the vegetable or animal form. But in most gastric 
and intestinal disorders this is not the case. In gastro- 
enteric affections of a chronic character it is generally 
desirable to have both kinds of food represented, since it is 
rarely advisable to exclude milk and meat from a dietary or 
to exclude all vegetable food, In fact, even for persons in 
robust health, it seems undesirable to permit the long- 
continued use of an exclusive animal or vegetable diet in tlie 
climate in which we live. 

The most imporiout of all proteid-contalning foods is 
milk. In milk the newly born mammahan animal finds the 
nutriment best adapted for the rapid growth of the organism. 
That milk should suffice for the needs of the body during 
infancy without the addition of other forms of food is due 
to the fact that this natural food is lacking in none of the 
representative food-stuffs. Thus cow's milk ordinarily con- 
tains from 3 to 4 per cent, of proteid, from 3^ to 4| per 
cent, of tat, and about 4^ per cent, of carbohydiate material 
in the form of milk-sugar, or lactose. The proteid and fat 
usually vary proportionately. Milk usually contains nearly 
1 per cent, in salts. Human milk differs from cow's milk 
in contaluiug a smaller proportion of proteid and a larger pro- 
portion of milk-sugar, differences which render mother's 
milk distinctly more suitable for the human infant than 
cow's milk. The proteid of mother's milic is also better 
suited to human digestion than that from cow's milk. This 
is partly owing to the larger proportion of albumin and the 
smaller proportion of casein in human milk. Differences 
in the chemical constitution of human and cow's casein are 
doubtless responsible in part for the difference in digesti- 
bility. 

in order to maintain the caloric needs of the body Jn a 
healthy adult from three to four Litres of milk are required 
in the day if ntilk be used exclusively. You can readily 
understand that the use of so much Huid is often objection- 
able by creating discomfort in the digestive apparatus and 
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through occaBioning an excessive flow of urine. la persons 
not confined to bed it is only rarely advisable to make use 
of an exclusively milk diet, and such a diet should seldom 
be continued more than a few days at a time. 

There are certain important peculiarities relating to the 
digestion of milk which it is essential for you to hear in 
mind. One of these is that of ail forms of proteid food 
milk requires for its digestion the smallest secretion of 
gastric and pancreatic juice — that is, the weakest digestive 
juices in proportion to its content of nitrogen. Pawlow's 
experiments on dogs show that, as compared with the 
secretion induced by meat, the secretion of gastric juice 
imder the influence of milk is far more economical in that 
it imposes lees work on the digestive glands, and observa- 
tions on the human subject accord with these results. This 
is one ot the considerations which should always be thought 
of in estimating the nutritive value of a food-stufi^, for if the 
amount of work done by the digestive glands ia too large in 
proportion to the nutritive value of the food the process of 
nutrition is being carried on in an uneconomical way. The 
energy expended by the digestive glands reduces the total 
energy available for other purposes than digestion. 

The economical digestion of milk is thought to be refer- 
able in part to the inhibitory action which the presence of 
milk-fat exerts on the gastric juice, and in part to the in- 
hibitory influence of the alkaline salts of the milk upon the 
pancreatic juice ; but perhaps the chief reason is the differ- 
ence between the chemical nature of casein and the meat 
proteids. 

In dogs on a milk diet the output of nitrogen as urea has 
been found to be increased only to 12 or 15 per cent, of the 
nitrogen ingested during a lapse of from seven to ten hours, 
whereas in the case of a diet of bread containing an equal 
amount of nitrogen this increase in nitvogen of urea may 
amount to nearly 50 per cent, of the nitrogen ingested. This 
is only another way of saying that the nitrogen of milk is 
more readily retained in the body than is the niti-ogen of 
other foods. Practical experience clearly shows that milk 
is, under normal conditions, the best muscle-building food. 

Another highly distinctive feature of milk is its influence 
in reducing the putrefactive processes which go on in the 
intestine upon an ordinary mixed diet. Under normal con- 
ditions, and in many states of impaired digestion, the 
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reduction of intestinal putrefaction upon a milli diet can 
easily be demonstrated. The clearest evidence of this effeot 
on putrefactive decomposition in the intestine is derived 
fi'om the study of the ethereal aulphatea in the urine und 
from the changes observed in the indican. To this subject 
I shall return in a later lecture. I wOl only say here that 
this effect of milk on the putrefactive processes in the intes- 
tine is responsible for much of the improvement that occurs 
in the digestive and general symptoms of many patients 
who from time to time live on a, diet consisting largely of 
milk. Still another influence of milk upon nutrition is that 
which it exerts on the excretion, and presunjably on the 
formation, of uric acid. In health a person on a milk diet 
excretes about one gram of uric acid to fifty grams of 
urea. On a milk diet the proportion is usually altered to 
about one to seventy-live or one to eighty. This influence 
on uric acid excretion is observed also in disease, and 
depends partly on the fact that the casein yields no nucleiu, 
a point to which I have already referred. But it is also 
probable that this influence of milk in diminishing the relative 
and absolute excretion of uric acid is dependent partly on the 
effect, just mentioned, of restricting intestinal putrefaction. 

The foregoing considerations must render it clear to you 
that milk has an important place in the therapeutics of diet. 
For one or more of the properties I have just enumerated 
milk is extensively employed in fevers of all kinds ; in acute 
and chronic gastro-enteric derangements ; in diseases of 
the liver, especially in fatty and cirrhotic livers ; in all 
states attended by an excessive excretion of uric acid ; and 
in many instances of acute and of chronic nephritis. 

Over against these numerous and important indications 
for the use of milk I must now place certain objectionable 
features which make themselves felt, not indeed generally, 
but in the case of certain individuals. There arc many 
persons who dislike the taste of milk, and whose prejudice 
in this respect is so strong that it may be almost imposaible 
to overcome. In such instances it may be well not to 
attempt the administration of milk as such, but to recom- 
mend it in the form of custards or junket. The junket is 
easily prepared by the use of a small amount of rennet 
ferment, and if a moderate quantity of some palatable wine, 
such as sherry, be added before coagulation takes place, it 
often happens that the milk can be at least tolerated, when 
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otherwise it would have to be abandoned. The use of jujiket 
tablets, such as Hansen's, is convenient for making junket. 
In some patients the use of milk is followed by nausea, which 
may be exceedingly annoying. I have found that this can 
uauaJly be corrected by reducing the quantity of fat in the milk. 
Instead of giving the patient milk containing i per cent, of fat, 
cut down the fat to 2 per cent., or have the milk skimmed, 
since in this condition it contains only about I per cent, of 
fat. It is an easy matter in the large cities to get milk of 
just the right composition, not only as regards fat, but as 
regards casein, milk, sugar, and salts. This is owing to the 
estabUshment of the Walker-Gordon and other milk labora- 
tories, where milk is accurately modified in composition to 
correspond to the phyaieians prescription, I strongly 
advise you to learn the chief indications for modifying milk 
in composition in order to adapt it to the special needs of 
your patients. Such modification is frequently essential to 
a successful treatment of children suffering from digestive 
disorders, but you will find that a knowledge of these modi- 
fications is equally useful to you in the treatment of adult 
patients. It is not always necessary to have the accurate 
modifications of milk which are made at the milk labom- 
tories. You can approximate the composition which you 
desire by means of certain rules which have been carefully 
formulated by practical students of the problems of milk 
modification. I cannot do better than to refer you for 
details to the admirable chapters on this subject in Holt's 
work on the diseases of infancy and childhood. 

In young children and infants an excess of fat in the 
milk not rarely gives rise to vomiting, or at least to regurgi- 
tation of food. Tou can easily correct this by making a 
suitable reduction in the fa,t content of the milk. An excess 
of fat in other instances appears responsible for the appear- 
ance of greenish stools, especially during early infancy. 

Another objection to the use of milk is that it often 

froduces excessive peristaltic activity. This is due mainly, 
think, to the large volume of fluid, and you will generally 
find that water gives rise to similar disturbances in the 
persons who have this experience with milk. Something 
can be done to avoid exciting excessive peristalsis by 
cautioning patients to drink milk slowly and in sips, instead 
of gulping it down as if it were water. It is also helpful to 
have the milk warmed. It may be, however, that you will 
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have to advise the use of miUc in the coagulated form, 
that is as jiuiiet, from which a cocsiderable portion of the 
water may be separated as whey. Occasionally, too, I 
have found that the use of a large quantity of milK renders 
the urine somewhat irritating from undue acidity. This 
can be corrocted by the simultaneous use of a email amount 
of milk of magnesia. In some patients the use of milk is 
followed by a sense of discomfort in the epigastric region, 
which is apparently connected with the formation of & dense 
and tough clot. The density of the clot appears to depend 
in part on the percentage of casein and lime salts and in 
part on the degi-ee of acidity of the gastric juice. If wo 
dilute the milk with an equal volume of water, its digesti- 
bility is increased in consequence of the formation of 
relatively tender clots. The nae of so much water renders 
the milk impalatable, but by substituting a carbonated saline 
water like Vichy we obtain a mixture which is usually well 
tolerated and agreeable. Or we may render the clot less 
dense by the addition of hme water in the proportion of one 
part of lime water to two of milk. It occurs to one that the 
addition of lime would favour the production of a denser 
clot than ordinarily is formed, but this is not the case. The 
lime given probably renders the lime salts of the milk less 
soluble, and so modifies their usual influence in the pro- 
duction of clotting. 

Many persons complain that the use of a considerable 
amount of milk is followed by constipation. This is probably 
owing entirely to the large extent to which the ingredients 
of milk are absorbed. The inclination to small and infre- 
quent movements can be usually corrected by increasing 
tne q^uantity of fat in milk. There are times, however, when 
this IS impracticable, and it may then be necessary to allow 
the patient to take a larger amount of vegetable food, suoh 
as spinach or celery, in order to derive fsecal bulk from the 
cellulose. There are cases of acute gastritis and of acute 
gastro -enteritis occurring both in children and in adults 
where the digestive disorder has arisen on a diet in which 
milk has formed a large part. The disturbance either may 
due to the contamination of the milk with micro-organisms 
ontside the body, or may arise from the activity of bacteria 
already in the intestine, and not introduced with the milk. 
Whatever may he the origin of these acute distm-bances, the 
practical point for you to remember is that milk should '"" 
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completely withdrawn for the time being from the dietary, 
and that many days must elapse before milk can be used 
even iu small amounts. I have known the incautious return 
to the use of milk to be th« occasion of fatal exacerbations of 
gastro -enteric disease. 

There are two peculiarities of the composition of milk 
which render it undesirable to continue its exclusive use for 
very long periods of time. One of these is the tact that 
milk has a low content of chlorides, on the presence of 
which, as I shall show you later, many of the important 
physical processes, including osmosis, are closely dependent. 
The other peculiarity is the low content in iron which 
favours the development of antemia when milk is the 
exclusive article of diet. During the first year of infancy 
the low content of iron is no objection to an exclusive milk 
diet, as the tissues at birth contain sufficient iron. 

Milk is employed in a number of different forms as an 
article of food, and I desire to say a word in regard to some 
of these. The use of peptonised milk has been extensive in 
recent years, and has proved exceedingly useful as a tem- 
porary expedient in many forma of digestive disturbanoG. 
The process consists in the partial conversion of the casein 
into albumoses under the influence of a proteolytic ferment. 
Such a ferment is present in the extractum pancreatis pre- 
pared for use in what is known as the Fairchild process, 
one of the most satisfactory methods of peptonising mJlk. 
According to thi3_ method one can either partially or com- 
pletely peptonise'milk. The partial peptonisation usually 
suffices, and has the great advantage over the complete 
process of giving only a slightly bitter taste to the milk, 
since the quantity of albumoses and peptone is small. The 
peptonising powder can be obtained in small tubes containing 
five grains of the pancreatic extract which holds the tryptic 
ferment and fifteen grains of sodium bicarbonate. These 
substances are added to one pint of milk which has been 
diluted with four ounces of water. The mixture is then kept 
at a temperature somewhere between 105° and 115° Fahr. 
for ten or twenty minutes. The peptonising process can at 
any time he arrested by boiling the milk or cooling it on 
ice, the latter plan being preferable. 

You will find peptonised milk exceedingly useful in 
patients, both small and large, in whom there is an acute 
gastritis or gastro-enteritis, in whom you cannot expect the 
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Ci mteatinal juices to oarry on the normal pro- 
rity. Do not, however, get yonr patients in the 
habit of taking milk in the peptonised state for a long period 
of time, Snah a habit ia certainly detrimental, probably 
because it removes to a considerable extent the normal 
stimuli to the secretion of the gastric and intestinal proteo- 
lytic ferments. In other words, you run the danger of 
allowing certain secretory colla to get into lazy habits from 
which it may be difficult subaequently to arouse them. 

In this connection it is convenient to refer to the 
Hterilisation of milk. This can be accomplished by boiUng 
milk for twenty minutes or by exposing it tor forty minutes 
to the action of a temperature of 167° Fahi'. In both cases 
one destroys all pathogenic micro-organisms, but in the 
aeeond process, which is known as Pasteurisation, spores 
are not destroyed. It is essential for you to bear in mind 
that the destruction of these micro-organisms does not 
necessatily affect such bacterial products as may be present 
in the milk at the time of exposure to the sterilising 
temperature. In other words, if the milk has already been 
BpoHed through the production of bacterial poisons these 
poisons may act as detrimentiLlly as if the milk had not 
been steiilised. Milk sterilisation thus protects against 
bacteria, but not necessarily against their products. 

When the practice of sterilising milk by boiling first came 

into use it was thought to be an ideal method of destroying 

germs. It was soon discovered that there are decided draw- 

DackB to the process, especially in the case of children. The 

casein la rendered less digestible through boiling owing to 

some chemical change which is not fully understood, and 

the milk sugar is to some extent converted into caramel. 

Moreover the prolonged use of sterilised milk appears in 

some instances to have led to the development of scurvy, 

These are serious objections to sterilisation by boiling. The 

Pasteurisation ah-eady refen'ed to is distinctly preferable. 

^^^It is possible that even the temperature 167° Fahr. induces 

^^^^^nges in the casein, but as far as we know at present they 

^^^fee practically unobjectionable. Exposure for ten minutes 

^Hwa this temperature suffices to kill most pathogenic organisms, 

^^•■and yet does not impart a boiled taste to milk. If the 

Pasteurised milk be rapidly cooled below 50° Fahr. it will 

romaia sweet for about thirty-six homrs longer at ordinary 

lemperatui'e than milk not Pasteurised, but from which 
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germs have been excluded by ordinary precautions. Whi 
one wishes to preserve milk for long journeys it is nets 
sary to kill the spores, and for this purpose boiling is' 
essential. 

The efforts which have been made to preserve milk by the 
addition of salicylates, borates, formalin, or other antiseptics 
liave not met with favour. Nevertheless I think the use of 
milk BO preserved much less objectionable than milk very 
rich in micro-organisms. Dr. Park tells me that one part of 
formic aldehyde (formalin) to 50,000 parts of milk prevents 
the multiplication of bacteria. Now there is no reason to 
think that formic aldehyde, which is readily oxidised by the 
organism to formic acid, can act as a gastro -intestinal irritant 
in this dilution. After absoi'ption in such amounts as would 
be taken in it can do no harm, since the formic acid into 
which it is oxidised is as readily burned by the cells as alcohol. 
It seems to me that milk preserved by formalin could advan- 
tageously be used in summer, especially by the poor. 

It is important for you to know that bacteria sometimes 
induce chemical changes in milk which lead to severe 
Bymptoms of poisoning, such as repeated vomiting, diarrhcea, 
headache, great prostration, and fever. The victims of auoh 
poisoning, which may he epidemic, usually correspond to one 
particular milk supply. We know nothing of the chemical 
nature of the bacterial poisons concerned with such diaturb- 
anoea as those to which I refer, but some persona appear to 
derive satisfaction from referring to them by the euphonious 
name of ' galacto-toxins.' Milk which contains bacterial 
poisons capable of creating serious digestive disorders may 
be coagulated, and may not taste like good milk, but gene- 
rally it is impossible to judge of its toxic nature from its 
appearance or taste. On the other hand, milk may he 
coagulated by the commonly present lactic acid organisms 
without being injm-ious. 

You will often be asked by your patients with digestive 
derangements whether it is proper for them to eat cheese. 
The answer to this question depends in a considerable degree 
upon the kind of cheese that la wanted. Many patients 
with ohronio diaordera of gastric and enteric origin can 
take a small amount of freshly made pot-cheese without any 
deleterious results. As a rule the use of old cheese ia in- 
advisable in chronic dyspepsias. There is, however, some 
choice as to such cheeses. A recent investigation of the 
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aubjeet by Dr. Vaugban, o( Michigan University, shows that 
most forms of cheese contain an indol-producing baoillus oF 
the colon clnss. This organism was toxic to small animals. 
Only four cheeses out of a considerable number did not 
contain this organism. They were Eoquefort, genuine 
Swiss, and genuine French cheese and sap sago. It is not 
clear whether this organism is distinctly deleterione when 
cheese is eaten by healthy people, but it is oertaiiJy best 
not to advise the use of cheeses which contain indol-pro- 
ducing organisms for persons who are dyspeptic. Most 
cheeses also contain a peptonising germ which improves 
the digestibility of the casein. In all acute and subacute 
gastro-enteric states it is best wholly to avoid the use of 
cheese. 

I have already mentioned to you some of the uses of 
skimmed milk. You will find comparatively few adults 
who are unable to take a fair amount of milk from which 
the fat has been largely removed. Buttermilk is frequently 
useful as a preparation from which the fat has been very largely 
removed. It has the advantage that the churning process 
and the moderate lactic fermentation have caused the forma- 
tion of small flocculi of casein which are readily digested. 
The lactic acid present is mn objectionable, but some persons 
greatly dislike its taste. Matzoon and kumyss, or, more 
properly, kephyr, are favourite forms of fermented milk. 
Kumyss is fermented mare's millt. Kephyr is a moderu 
substitute for kumysa, prepared by fermenting cow's milk 
with kephyr grains. These resemble little bits of cauliflower, 
and owe their fermentative action mainly to the saccharo- 
myces mycoderma, though they contain also lactic acid- 
forming organisms. The fermentation is thus a double one. 
The lactic acid organisms change a part of the sugar into 
lactic acid. The vinous ferment decomposes a part of the 
sugar into alcohol and carbon dioxide, while destroying a 
very small part of the proteid of the millt. The fermentative 
process is permitted to go on to a point where there is a pro- 
duction of from 0-6 per cent, to 2 per cent, of alcohol. 

In making kephyr from cow's milk it ia necessary to 
approximate the composition of mare's milk by diluting the 
oow'a milk and adding a certain proportion of sugar. 

It is important to bear in mind the changes undergone 
by the sugar and the casein in the preparation of kumyss 
— kephyr. The sugar ia very largely replaced by lactic acid, 
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alcohol, and carbon dioxide. The casein is precipitated in 
the presence of lactic acid, as in the ordinary process oi 
souring, in the form of Hocculi, which are broken up into a 
state of fine division by the agitation to which the fermenting 
fluid is subjected. The casein is thus in a state which fits it 
for rapid digestion and absorption. The carbon dioxide and 
alcohol stimulate the secretion of the gastric juice, which is 
only ahghtly excited by the presence of ordinary milk. In 
the case of some patients it is desirable to let a portion of the 
carbon dioxide escape before the kumyss is drunk. 

Matzoon is prepai'ed by a process somewhat similar to 
that employed in making kumyss. The ferment which is 
added consists of some form of ye&st and of several different 
lactic acid -producing bacilli. The milk is first boiled to 
insure sterilisation, and, after addition of the micro-organic 
ferments, the fermentation is carried on at about 105° Fahr., 
a part of the time in an open vessel. The fermentative 
process is checked by reducing the temperature. A slow 
fermentation continues after bottling, and the older matnoon 
contains more lactic acid and somewhat more alcohol and 
carbon dioxide than that which ia freshly made. The 
quantity of alcohol and of carbonic acid is very much less 
than in kumyss. The consistence of matzoon is thick and 
cream-hke. 

Both kumyss and matzoon are useful as foods in the 
treatment of acute and chronic digestive disorders. They 
are often retained and digested where ordinaiy milk ia 
vomited. One great advantage of both these preparations 
is the fact that the casein has been precipitated and broken 
up into small masses, so that large coagula are not formed in 
the stomach. The indications for the use of these forms of 
fermented milk are much the same, but matzoon is often 
preferable to kumyss owing to its comparative freedom from 
carbon dioxide. The thick conaistence of matzoon renders 
it desirable in many instances to dilute it somewhat, Mat- 
zoon is considerably richer in fat than is kumyss, and this 
may be a featm-e of some importance where the use of fat ia 
desired or has to be shunned. There are many instances 
where you will have to leave to your patient the choice 
between these two varieties of fermented milk, since in- 
dividual taste and tolerance differ so much in regard to 
them. 

Condensed milk, made by heating fresh cow's milk to the 
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boUing-point foe the purpose of destroying bacteria, and then 
evaporating in vacuo at a low temperature, is a preparation 
much employed, especiaJly among the poor, in the feeding of 
infants. The preservation of condensed milk ie accomplished 
by adding about sis ounces of cane sugar to the pint. iVesh 
condensed milk, however, can be obtained to which no sugar 
has been added. As a rule the milk is considerably diluted 
for use. While exceedingly useful as a temporary food 
condensed milk is highly objectionable for the prolonged 
feeding of children. The objections are that it contains too 
little casein and too little fat, food constituents essential to 
the normal development of infants. As a matter of fact you 
will see among dispensary children fed on condensed miJi a 
considerable proportion who have signs of rickets. The 
advantages of condensed milk as a temporary food are that 
it has been sterilised, that the casein in the considerable 
dilution in which the milk is employed is present in such 
small quantities that even infants with feeble digestion can 
take it, and that it contains an abundance of sngar, which is 
the easiest food for an infant to digest and absorb. Children 
fed largely on condensed milk oft^en grow large and flabby 
from the use of so much sugar. 

A German preparation of casein known as caaeon or 
plasmon has recently been introduced in this country. It 
is prepared by precipitation of the casein from fresh milk. 
The casein is then dissolved in sodium bicarbonate in the 
presence of tree carbon dioxide, which prevents the decom- 
position of the casein by the alkali. The casein thus 
prepEired is dried to a yellowish-white powder almost without 
tast-e and without odour. It is partly soluble in water, and 
in part imbibes water and swefla. Caseon contains nearly 
2 per cent, of fab and about 2^ per cent, of milt-sugar, A 
valuable feature is the large content of salts, which amounts 
nearly to 7 per cent. Caseon haa been found useful as a sub- 
stitute for milk where a considerable quantity of fluid Is 
undesirable. The statement is made that caseon neutralises 
more than three times as much acid as an equal weight of 
beef, and hence is especially useful in treating hyperchlor- 
hydria. It has not yet been extensively tried in this country, 
but promises to be a convenient form of proteid food. 

Whey, which is prepared by coagulating milk by means 

of rennet and straining off the fluid which separates, is par- 

—-ticularly useful for young infants with acute digestive 
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derangements. It contains a considerable percentage of 
milk-sugar, but is low in salts, and ot course very low in 
proteids and fat. It is often retained in the stomach when 
almost everything else is rejected. It should be given 
frequently in small amount. Whey is rendered more 
palatable by the addition of a little brandy or sherry. It is 
best to give it cold, 

It may seem to you that I have devoted a dispropor- 
tionate amount of time to the discussion of the preparations 
of milk, but I do not think this is really the case. Milk 
forma so important a part of the dietary of invalids that you 
should be familiar at least with the more important ways in 
which the different constituents of milk can be utilised in 
practice. 

There are two other forms in which proteid food is very 
much used, and about which I must say a word. These 
foods are eggs and the muscles of mammals and birds. The 
two parts of fowl's egg, the yolk and the white, are very 
different in their chemical nature. The white consists almost 
wholly of ' egg albiunin,' which is not a single substance, hut 
a mixture of proteids. This proteid material is easily and 
rapidly digested in the raw or slightly cooked condition, but 
when firmly coagulated may be only slowly acted on by the 
digestive juices. The egg-yolk contains, in addition to a 
small amount of albumen, a large quantity of fat, much 
lecethin, probably an ethereal compound of chohn with 
glycero-phoaphoric acid combined as glyceride with stearic 
and palmitic acids, and certain colouring matters. Owing 
to the presence of the fat and lecithin the yolk is more apt 
to cause digestive derangements than the white. I shall 
have occasion later to show you that lecithin under some 
circumstances breaks up in the intestine into two basic 
nitrogen- containing bodiea known aa neurin and choUn. 
When present in considerable amount these bodies seem 
capable of giving rise to serious toxic symptoms. 

I have found it inadvisable to make use of the yolks of 
eggs, except with some caution, in persons strongly inclined 
to constipation. The whites of the egg can, however, be safely 
employed under these circumstances. Many people will 
tell you that they are made ' bilious ' by eating eggs. They 
usually mean by this that the use of eggs is followed by 
headache and some degree of lethargy. I am inclined to 
think that these symptoms, which undoubtedly arise in 



certain persons, are connected witli the imperfect digestion 
and excessive putrefaction of proteids iDslongiiig to the egg- 
yolk. These symptoms are especially npt to come on where 
there is an inclination to constipation. In some persone one 
egg suffices to bring them.";on, in others they appear only 
when two or more have been eaten. In a child of four years 
a single egg-yolk regularly sufficed to bring on a sharp rise 
in temperature. Here there was an habitual condition of 
excessive intestinal putrefaction. I do not know how to 
explain this idiosynoraay. 

I have found it useful in persons who have difficulty in 
digesting eggs to prescribe the whites of three eggs with the 
yolk of one. By doing this you can often avail yourself of 
the valuable nutritive properties of eggs without the risk of 
disturbing digestion. The free use of eggs is often helpful 
in the treatment of carbohydrate fermentation, as there is 
nothing in the egg that affords suitable material for such 
fermentation. The caloric vahie'of an egg is fairly high in 
proportion to its bulk. It is about seventy large calories. 
Two eggs yield about as much caloric energy as one tumbler 
of ordinary mOk. 

The proteids of meat are present as albumin, myo- 
globulin, myosin, Ac. Besides its proteid elements meat 
contains a fair quantity of fats and salts, especially phos- 
phates. Extractive materials, that is to say nitrogenous 
substances soluble in alcohol, are present in considerable 
amount. The extractives in meal like beef, lamb, &x., 
amount to about 0'2 per cent. The presence of these ex- 
tractives acts as an agreeable stimulus to the appetite, They 
are hence much used in the preparation of soups. The in- 
fluence of the extractives upon nutrition has been consider- 
ably discussed, but we have very little definite knowledge 
on the subject. It Is customary among physicians greatly 
to restrict the use of meats in cases of nephritis. This 
limitation is sometimes carried so far as to exclude red 
meats altogether from the dietary of the patient. The 
reason given for this exclusion ia that the exti-activea act 
injuriously on the kidney. I am inclined to think that this 
effect has been greatly exaggerated, and am disposed to 
allow my patients with nephritis to eat a certain amount of 
red meat, especially where there is an inchnation to lose 
strength when meat is excluded. I think it much better to 
throw a slight additional burden on the kidneys than to run 
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a seriouB risk of weakening the general powers of a patient 
with chronic kidney disease. It seems to me likely that the 
greatest advantage which milk has over meat as a proteid 
food, l)oth in digestive derangements and in renal disease, is 
its slighter yield ot putrefactive products. I consider this 
more important than the difference in the quantity of ex- 
tractives. It may interest you to know that I have in my 
lahoratory a dog of medium size which for more than six 
months has taken, in addition to meat, Erom 20 to 40 
grams of Liehig'a extract of beef daily. The animal 
appears in the hest of spirits, and is very active when re- 
leased from the cage. He has not a trace of albumin in the 
urine, although he has been excreting very large quantities 
of estractives for so long a period. 

Another reason why milk is to be given the preference 
to meat in cases of chronic disease of the kidney and of the 
liver is the relatively shght yield of ammonia that accom- 
panies the absorption of the alhumoses and peptones derived 
from casein. I told you a short time ago that ammonia 
is formed in small amounts in the human intestine as an 
end-product of the tryptic digestion of proteids. I also 
mentioned that in addition to the ammonia arising in this 
way vrithin the lumen of the intestine a considerable amount 
of ammonia is split off from the proteid molecule dui-ing 
digestion in the wall of the intestine, very likely by the 
action of lymphoid cells upon proteids passing through the 
wall of the gut. Now it has been shown by the experiments 
of Selaskin that the quantity of ammonia arising in this way 
is much greater in the case of a meat diet than in the case 
of a milk diet. The chuical importance ot this fact will 
occur to you on considering what becomes of the ammonia 
arising in the manner just described. The anamonia split 
off in the intestinal wall passes by way of the mesenteric 
and portal veins to the liver. In the liver this ammonia 
undergoes the same fate as the ammonia which comes from 
the cells generally, that is, it becomes converted into urea. 
On a meat diet the blood of the portal vein contains a high 
percentage of ammonia, and hence yields considerable urea 
in the course of twenty-four hours. This urea, which ap- 
parently does not represent the nitrogenous waste of cells, 
must therefore be regarded as imposing an unnecessary 
tax on the kidney as well as on the Uver. On a milk diet) 
. owing to reasons but httle understood, but doubtless t 



THE PBOTBIDS 99 

neoted with the ohemioaJ conatitution of casein, this 
aJimentary urea Ja small in amount, and has no influence in 
overburdening the cells which perform the synthesis of urea 
and take part in its excretion. 

It is a matter of practical observation that people often 
grow nervous and irritable on a dietary containing too liberal 
an allowance of meat. These persons may be greatly 
benefited by considerably reducing this allowance. It is 
customary to allow patients to eat the meat of chicken and 
other white meats in cases where red meat is interdicted on 
account of its extractives. This is a little surprising in view 
of the fact that white meat of chicken actually contains as 
much or more extractive material than beef. There is often 
something to be said, however, in favour of whits meats on 
the score of their greater digestibility, perhaps owing chiefly 
to a smaller quantity of connective tissue. Let me remind 
you of the relatively large nuclein content of the meats of 
young fuiimalB. Owing to the effect on uric acid exciretion 
It is undesirable to use meats of this class, such as veal, 
where patients are excreting an excess of uric acid. For 
the same reason the various sweetbreads must he excluded, 
especially the ' heart bread,' or thymus. 

The various beef extracts now on the market resemble 
one another in being made up largely of extractive materials. 
They differ a good deal, however, in the amount of soluble 
albumina which they contain. They also difler a good deal 
in respect to salts. For details as to these matters I refer 
you to books on dietetics. The point which I wish to make 
here is that all these beef extracts have a certain utility 
which they owe to the stimulation and refreshing effects of 
the extractives. Some of them, however, have no other 
virtue than this and are not to be regarded as foods, sinoa 
they pass through the body without yielding energy to it 
through their metabolic decomposition. One of the best 
preparations is that known as Mosquera's beef meaL It is 
not only palatable, but contains a considerable amount of 
soluble proteids which give it a value as a food. 

The preparation called somatose has recently come into 
prominence as a food. Somatose is a mixture of albumoses 
obtained from the action of a ferment on meat proteids. It 
is therefore a predigested food. There are conditions in 
which somatose is useful on account of the readiness with 

,ch it is absorbed, The indications for its use are much 
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the same as for peptoniaed milk, but it has the advantage 
over peptonieed niilk of not neceasitating the use of 
much fluid. While this concentration is certainly ad- 
vantageous at times, it also has its drawbacks, the chief 
one being that it ia very liable to act up exceBsive peristalsis 
and more or leas pain. When cautiously employed in 
conjunction with other food-atuffa it is aonaetimes distinctly 
helpful for short periods of time on account of its ready 
absorption. 

The last kind of food to -which I shall refer to-day is 
gelatin, a substance of peculiar interest to the physiologiBt, 
for the reason that while closely resembling the proteida in 
many chemical characters it differs from them in the highly 
important respect that it is incapable of replacing proteid 
waste by buUding up cell material. The resemblance to 
proteids relates to elementary composition, to the conversion 
into peptones by digestion, to metabolic decomposition and 
oxidation into urea, carbon dioxide, and water, and to the 
yield of leucin (ti-amido-iso -butyl -acetic acid) and glycocoll 
(amido-acetic acid) under suitable conditions. Gelatin gives 
the biuret reaction, but as it contains no tyrosin radical it 
does not react with Milion'e reagent. 

Notwithstanding gelatin contains nitrogen it must be re- 
garded as a non-proteid food, because it cannot replace the 
proteida of the diet except to a limited extent. Like the 
carbohydrates and fats, it saves proteid waste, and it is 
possible to remove from the diet a certain amount of proteid 
if this be replaced by gelatin to an amount equal to about 
twice the caloric value o! the gelatin. According to one 
estimate one-fifth of the ordinary quantity of proteid may be 
so replaced ; according to another the quantity is consider- 
ably larger than this. It eeema clear that gelatin is really 
more efficient as a saver of proteid than either carbohydrates 
or fata, and I am inclined to beUeve that we might make 
more extended use of gelatin as an element of the dietarj- 
of patients who show proteid waste. A practical advantage 
of gelatine is its ready digestibility and absorption, but it 
must be remembered that patients soon tire of its use in con- 
siderable amounts. 

Gelatin is obtained by boiling collagen with water. The 
process involves the appropriation of water, is in fact an 
hydration process. The collagen which yields gelatin is an 
important constituent of connective tiaauea and the ossein of 
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bones. One might perhaps suppose that this collagen can 
be replaced by gektm, but there is some experimental 
evidence that this is not the case, and that collagen is made 
only from proteid food. Gelatin introduced into the circula- 
tion is not assimilated, but reappears in the urine. It has, 
however, the property of Increasing somewhat the coagula- 
bility of the blood, and efforts have been made to utilise 
this fact in the treatment of aneurysms where it is the desire 
to favour local clotting — with what success I am unable to 
say. It is also stated that the hiematuria of hiemophilia 
has been checked by free use of gelatin as a food. 

I have mentioned that the decomposition of gelatin 
yields no tyi'osin. Might we not make use of this peculiarity 
of gelatin where wc wish to limit putrefactive cleavages in 
the intestine with the production of aromatic substances ? 
It is from the tyrosin of the proteid molecule that we get 
phenol, and probably indol and other products of the 
aromatic class. These are the bodies which give us the 
ethereal sulphates of the urine, and it is conoeivable that 
these substances might be considerably reduced if a portion 
of the proteid of the food, say one-fifth or one-quarter, could 
be i-eplaced by means of gelatin. This is, however, only a 
suggestion for the practical workings of which I would not 
vouch. 

I regret that the time at our disposal does not permit me 
to discuss with you tlie chemical properties of many other 
individual articles of food about which you should know 
something before entering on the practice of medicine. I 
strongly advise you to inform yourselves as fully as possible 
in regard to the chemical and physiological characters of the 
ordinary articles of food. Many physicians are inexcusably 
ignorant on this subject, and their patients frequently suffer 
in consequence. 

Another subject on which you should inform yourselves, 
not only from books, but practically, is cooking. It has often 
seemed to me that some of the time usually devoted in our 
medical schools to the study of obscure and obsolete drugs 
might more advantageously ba given to acquiring a practical 
famiharity with the ordinaiy processes of cooking. It is 
certainly true that you will often fall short of youi' duty as 
practitioners of medicine if you fail to take account of the 
manner in which the food of your patients is prepared for 
Me. In very many conditions of disease it makes an 
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enormous difference to the ptitient whether he is eating 
properly raised bread or half-baked dough, whether hia 
cereal foods are coarse and uninviting or thoroughly hoiied 
and soft, whether a large part of his food is badJy fried or 

Erepared according to more wholesome methods. If you 
lave uncorrected the gross errors of cooking which are so 
often committed, especially io country districts, you will 
surely fail in your treatment of the diseases of nutrition, no 
matter how learned you may bo in pathological anatomy and 
chemical pathology. ' 
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LECTURE IV 

THE CHIEF FOOD-STUFFB AND THEIR FATE IN THB OBOANIBH 
IN HEALTH AND IN DISEASE. — WATEB AND THE INOBQANIC 
SALTS 

CouditioDS in which the water in the organism is reduoed— Symptoms 
of esoeesiTe nithdrawal of water — Theiapentio indications — Exces- 
sive acoumolation of water^Salts of the food^Modern advanoes in 
physical chemistry — Ostnald's enperiment illustrating the wandering 
of atoms in solutions— Electrolytic dissociation — Toxic ootion of 
oartain salts io relation to dissocintioi) — Kotinal BolutiODE^Electro- 
lytie dissociation increases with dilution — The food-salts : their 
absorption — Sodium chloride : its absorption from the stomach and 
intestine — Fotassiom cbloride— Carbonates, solphates, sjid plios- 
phatea^Abaorption of calcium Baits — Salts of the plasma in health 
and disease—Conetancy in molecular concentration— DissociatioD ol 
saltB and electtioal oonductivity of animal bod; — Effects of reduced 
ingestion of sodinm chloride — ItetenlioD of chlorine in fevers and in 
aneemias — Excretion of phosphates in fevers — Exndates and transu- 
dates — Belation of Eodinm chloride to secretion of free hydrochloric 
acid — Sodium chloride and rennl secretion — Diuretic action of salt 
enernas — Fotaasium saltn— Calcium salts — Maijuesium salts — Tbe 
phosphates — Acidity of the urine — Phosphatuiia — The aolphatea — 
Beoapitulatlon— Mineral waters. 

The large quantity of witter (two or three litres) which is 
daUy appropriated by an adult in Food and drink, and the 
equally large or even larger loss of water through expiration, 
and urine, and cutaneous transpiration, vei-y clearly suggest 
how prominent is the part that water plays in the main- 
tenance of life processes in man. The water introduced 
with the food is essential to its solution and absoiption. In 
the blood and lymph and cells it is the necessarj- vehicle for 
carrying on the nutritive and excretory interchanges be- 
tween these cells and fluids. Ultimately it serves the body 
in the vita! functions of carrying off its waste solids by the 
kidneys and skin, and its waste carbon diD.\ide through the 
lungs. In health there seems to be a rough OQiTespondenoe 
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between the proportdon of wat^r in the tissues and the 
activity of metahohsm. The average content of water {□ 
the adult tissues is not far from 64 per cent., but is higher 
during infancy, and is likewise oonsiderably higher in those 
individual organs whose cells live most energetically, as the 
cells of the muscles, liver, kidneys, and nervous system. In 
the bones. In dentine, and in some other inactive structures 
the proportion is much lower. Under normal conditions 
the proportion of water does not vary greatly in the 
different organs of the same individual, but in pathological 
conditions ttie proper water content of the cells and fluids is 
liable to undergo considerable change. This alteration in the 
proportion of water in the cells and fluids is sometimes 
associated with an increased or dimmished rapidity in the 
transit of the water molecules through the body. As 
physicians you should know something of the ways in which 
the cells and fluids ai-e robbed of their water or receive an 
excess, for the consequences ol these variations are of 
practical importance. 

It is, of com-se, evident to you that, anything which dis- 
tinctly reduces the absorption of fluid from tiie gut must 
ultimately diminish the water content of the cells and fluids 
of the body unless there should be at the same time an 
obstacle to the normal exit of water, which is very unusual. 
This diminished abaoi-ption may come about in several ways. 
The income of water may be greatly reduced when, for any 
cause, the quantity of food is diminished. We often see this 
in fever, and in conditions where the appetite is impaired 
from any cause. Then, again, the absorption of water is 
greatly impaned whenever the stomach is unable to empty 
its contents freely into the gut ; for, as you have been 
already taught, there is little or no water taken up from the 
stomach. We see this condition in gastric stenoses of 
various grades, generally in association with dilatation. 
Often these subjects of gastric disease ingest sufficient water 
but vomit a large portion of it. An extremely important 
cause of impaired absorption is acute enteric disease with 
diarrhtea. The loss of water from diarrhcea is often rapid 
and great. In proportion to the body weight the loss is 
frequently very large in the case of infants with summer 
diarrhcea. In cholera it is also large. Whenever you are 
in charge of a patient vrith diarrhcea you should keep a close 
^tch on the water losB, even if the movements are not very 
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frequent, for you cannot say how soon the deprivatio 

become an evil prognostic factor. 

These are the commoD ways in which the body is robbed 
of its water. In diabetes there is an increased loss of water, 
necessitated doubtless by the demand for water todissolve 
the glucose which must be removed. The evaporation from 
the skin may be so rapid under some circumstances as to 
remove considerable fluid from the body in a short time. 
Then, again, the loss of water in acute hiemorrhage may be 
large enough to be of clinical importance. In all these 
oases there is normally a strong desire to drink water, and 
the gratification of this thirst helpa to re-establish the normal 
percentage of water in the organism. 

Although physicians have long recognised the harmful 
effects of a large withdrawal of fluid from the body, our exact 
knowledge of the effects of this withdrawal is of recent date. 
Allow me to enumerate for you some of these effects. 

A subject in whom the water supply is largely reduced 
soon feels indisposed for effort, and develops an increasing 
disUke for solid food. A decided loss in bodily weight goes 
hand in hand with the f^wiug prostration. The arterial 
tension falls, as one might confidently predict. Although 
the specific gravity of the blood serum is somewhat increased, 
there is little change in the number of red blood cells or in 
the hsemoglobin content of the blood. In experimental 
thirst in human subjects there has been found an absolute 
and relative increase in nitrogen excretion in comparison 
with the preceding period, and it can hardly be doubted that 
the metabolic decomposition of cell proteid is stimulated. 
It is thought that there is some retention of nitrogenous 
products of decomposition during the thirst period, and that 
these are not eliminated until water is again freely used. 
There is, however, no evidence that any of these substances 
act destructively on the blood. This does not mean that 
they may not unfavourably influence the cell activities of 
the body. It has, indeed, been suspected that the shgbt 
rise in temperature observed during thirst is referable to 



During a period of thirst the volume of the mine falls 
greatly, and the amount of insensible perspiration is likewise 
much reduced. Still the quantity of water that is lost by the 
lungs, by the kidneys, and by the skin is so much in excess 
of mat which the organism derives by absorption that the 
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cells of the body are called apon to give up some of their 
water in order to maintain a fair volume of blood. A 
further source of water for the blood and lymph is the 
combustion of tat and proteid and sugar through oxidation. 
Where the combustion of fat is rapid considerable water 
may be formed in the body. A reduction in the normal 
proportion of the water in the central nervous system ia 
perhaps responsible for the mental apathy and stupor 
observed in some cases of acute disease with loss of water. 
It has even been suspected that the condition of spasm 
known as tetany, and not rarely noted where the stomach 
is greatly dilated, has the same origin. BVom what I have 
already said it should be plain to you that considerable 
losses of water in disease cannot he viewed with com- 
placency. It is clearly your duty as practitioners to take 
appropriate steps to replace these losses if you cannot 
prevent them, fortunately it ia by no means difficult to do 
this in fucute disease. The thirsting cells take up water 
with avidity if they have the opportunity. You can give 
them this opportunity by introducing an abundance of a 
physiological salt solution by way of the stomach or rectum ; 
or, if need be, by direct intravenous infusion or by sub- 
cataneons injection into the cellular structure of the 
abdomen. The replacement of the lost fluid is often 
followed very promptly by an improvement in the mental 
state of the patient and by an improvement in strength. 
This improvement is particularly striking in the case of 
children exhausted by prolonged diarrhtea. Of course I do 
not intend to ^ve you the impression that the replacement 
of water is the only therapeutic indication in such instances ; 
I wish merely to call your attention to the clinical im- 
portance of this step. It is probably fair to say that 
persons sometimes die from a severe water loss, not because 
the loss cannot be compensated, but because the importance 
of this drain of fluid is not recognised by the physician. 

An excessive accumulation of water in the organism 
occurs under conditions where the absorption of water is 
not far from normal, but when for some reason excretion is 
impaired. The chief causes of such impaired excretion are 
cardiac weakness, alteration in the walls of the smaller 
hlood vessels, and impaired activity of the renal epithebum 
resulting from disease. These causes may be in some 
^^^^ree separately operative ; very often they are combined. 
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The accumulation of fluid occm'9 in the lymph spaces of the 
cellular tissues and constitutes oadema. A transudation of 
fluid also occurs under some circumstances into the great 
serous lymph cavities. Then we have ascites or hydro- 
thorax. Inflammatory conditions, inducing exudation of 
serous fluid from the vessels of the peritoneum, give rise to 
similar accumulations. The retention of water in these 

fositions is chiefly important through its mechanical effects, 
t occasions no general metabolic effects comparable to the 
effects that follow Iobs o{ water on the part of the cells 



We occasionally meet with cases of general cedema in 
which the cells of the various organs after death contain 
a diatinetly higher percentage of fluid than is physiological ; 
but we do not know of any important nutritive derange- 
ments that oa,n be attributed to the accumulation of water 
in this form of cedema. 

I wish now to call your attention to the inorganic salts 
of the food and their fate in the body, both in health and 
disease. We are apt, I think, to underrate the importance 
of the mineral constituents of the food. Perhaps this ia 
owing to the fact that the mineral salts, unlike tiie carbo- 
hydrates, fats, and proteids, do not constitute a source of 
energy to the organism. But while it is true that these 
substances yield no kinetic energy by their decomposition 
it is equally true that their presence in certain proportions 
is essential to the progress of the most important cellular 
activities. This is owing to their physic^ properties in 
facilitating diffusion and in aiding solution. Moreover the 
inorganic salts must not be regarded as substances quite 
apart from the organic materials of the body, for the 
elements which compose these salts enter into the closest 
relations with the protoplasm of the cells. 

The inorganic salts introduced with the food are chiefly 
combinations of sodium, potassium, calcium, magnesium 
with carbonic acid (HjCOj), hydrochloric acid (HCl), 
sulphuric acid (H^SO^), and phosphoric acid (HaPO,), 
These salts are for the most part soluble in the water 
taken with the food and in the digestive juices. These 
soluble salts are ultimately absorbed from the digestivfi 
tract and then belong to the cells and fluids of the body. 
Some of them, like salts of calcium, enter into the formation 
of the skeleton, and are only slowly liberated for elimiuatioD 
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the body. Others, like the chlorides of sodium and 

iBsium, pass through the body rapidly and aie continu- 
ously excreted in considerahle quantities, this large escretion 
being made possible by the ooasiderahle quantities of the 
salts which are regularly ingested with the food. 

Some of the salts taken with the food are only in part 
absorbed from the digestive tract, owing to their slight 
solubility. This is true, for instance, of the calcium and 
magnesium phosphates. These bodies are largely discharged 
with the fteces, and are thus lost to the organism. 

The mineral salts which find their way into the body 
have certain physical and chemical properties, when in solu- 
tion, which help to explain some of the phenomena of normal 
and pathological physiology. Only within recent years 
have we learned, through the admirable studies of Van't 
Hoff, Arrhenius, Ostwald, and others, how essential are 
certain conceptions of physical chemistry for the compre- 
hension of life processes. I shall take the liberty of assum- 
ing that you ai-e not as familiar as you should be with these 
conceptions, and shall sketch for you very briefly indeed 
certain physico-chemical tacts without which you cannot 
hope to obtain a correct idea of the rdls of the mmeral salts, 
either in health or in disease. I shall ask your somewhat 
close attention to this subject, as it is not easy to follow even 
a simple staement of the facts to which I must refer. 

You know that in the case of a soUd salt, like dry sodium 
chloride, the molecules undergo httle or no change, and the 
condition of the salt remains the same indefinitely. If now 
we dissolve the salt in water, the molecules have an opportu- 
nity to take on the more active motion which is thought to he 
characteristic of substances in solution. If we pass a galvanic 
current through a solution of sodium chloride, there is a 
wandering of the chlorine and sodium atoms to the poles. 
Thus the chlorine atoms move to the positive pole and the 
sodium atoms pass to the negative pole. This wandermg of 
the atoms is beautifully sbovm by an experiment which 
Ostwald devised. A ealvaaic current was passed through a 
solution of sodium chloride contained in jars connected By a 
glass tube containing the same solution. On removing the tube 
connecting the two jars, and on discharging the electricity 
held by the atoms in solution, it was found that the number 
if chlorine atoms was increased in the jar corresponding to 
'le positive pole, and the number of sodium atoms was 
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increased in the jar corresponding to the negative pole. 
This increase in the sodium atoms is indicated by thehbera- 
tion of hydi'ogen. The liberation of hydrogen is due to the 
presence of metalhc sodium. 

On account of their electrical properties the atoms in the 
salt solution are called anions and cations, or positive and 
negative ions. Now, according to a well-knovm physical 
law, bodies charged with tbe same kind of electricity repel 
one another, while bodies charged with opposite kinds attract 
one another. Hence the cation must be loaded positively 
and the anion negatively, e.g. sodium is a positive ion, 
chlorine a negative ion. 

Carefully devised physical experiments show that when- 
ever salts pass into solution a certain proportion of the 
molecules undergo separation into their ions. These ions 
become electrically charged positively and negatively in the 
moment of their separation. In this important respect they 
differ from the molecules which do not undergo separation 
into ions, and in which the positive and the negative electricity 
neutralise each other, Tbe positively and the negatively 
electrically charged ions possess a much greater freedom of 
action than the atoms of the unseparated molecules. This 
freedom of the ions is known as electrolytic dissociation, and 
all chemical reactions are based upon it. Thus, if we bring 
together a solution of hydrochloric acid (HCI) and one of 
potassium carbonate (KjCOs), the following interchange 
takes place ; — 

HZCl ,K_p^ _KZC1, H_pn 

Here it is the ions that enter into reaction, not the molecules 
of the salts themselves. You notice that the group COj 
does not undergo further dissociation, hut constitutes the 
negative ion in the solutions. There are many other instances 
in which, groups of atoms act as ions. 

It is important for you to understand that what is known 
as the poisonous action of many substances appears to be 
doe, not to the action of the molecule as a whole, but of one 
of the iona. For example, cyanide of potassium is a highly 
poisonous substance, the action of which is not dependent 
on the molecule KCN acting as such, but on the CN" ion, 
which is formed when the salt undergoes dissociation in solu- 
tion. Similarly the corrosive action of sodium or potasEdora 



hydroside does not depend on the sodium or potassium, but 
on the hydroxyl ion HO. We may infer this from the fact 
that the sodium and potassium ions show no corrosive action 
^Yhen they are obtained by dissolving potassium chloride or 
sodium onloride. In cases where the molecule is not dis- 
sociated, but contains the hydrosyl group OH, we fail to find 
the corrosive action observed in the metallic hydroxides 
which I have just mentioned. For instance, ethyl alcohol 
(C,HbOH) oontains the hydroxyl group ; but, as alcohol does 
not undergo dissociation in water, we fail to get a specific 
corrosive action of this group of atoms. 

The degree of dissociation depends on numerous condi- 
tions, as the nature of the material, the temperature, and the 
concentration of the solution. Of these conditions the most 
important in relation to physiology and pathologj' is the 
degree of concentration. 

It has long been customary to express the concentration of 
a solution by the absolute weight of the substance dissolved. 
Thus a solution of one gram of sodium chloride in 100 
grams of water is a one pet cent, solution of sodium chloride, 
and one gram of potassium chloride in 100 grams of 
water makes a one per cent, solution of potassium chloride. 
But it is incorrect to regard these two solutions as being of 
equal concentration, for they contain unequal numbers of 
molecules. It is more useful and rational to compare solu- 
tions containing the same number of molecules. The mole- 
cular weight of sodium chloride equals 58-36 ; that of 
potassium equals 74-14, If now we dissolve 58'36 grams 
of sodium chloride in one litre of water, and 74'14 grams 
of potassium chloride in the same volume of water, we get 
equi -molecular solutions. We call these normal solutions. 
Such normal solutions of sodium chloride and potassium 
chloride are more nearly comparable in their physico-chemical 
properties, such as osmotic pressure and electrical conduc- 
tivity, than solutions containing, say, 5836 gi-ams or 74-14 
grams each of potassium chloride or sodium chloride. 

It is desirable for you to remember the fact that the 
electrolytic dissociation by which the molecules of a soluble 
salt or acid partly split up into ions increases as the solution 
becomes more dilute. Calculations show that a normal 
solution of hydrochloric acid has 75 per cent, of its molecules 
in the dissociated state, while a tenth normal solution 
~ 6 per cent., and a one-thousandth normal solution 
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contaiuB 98 per cent, of dissociated molecules. There are 
two unmistakable evidences of Ibis increasing dissociation. 
One of tliem is the increase in the power in the solution to 
conduct electricity, the other is a relative increase in the 
osmotic pressure or power of the substance in solution to 
pass through permeable membcanes. Now, since we know 
that the electrolytic conductivity and the osmotic pressure 
both increase proportionately to the number of molecules in 
a solution, we are justified in assuming that when a molecule 
is dissociated the ious into which it separates have the value 
of molecules with respect to these physical phenomena. 

There are many substances in the animal body which 
undergo no electrolytic dissociation. This is the case, for 
example, with proteid substances like serum albumin and 
serum globulin. It is also true of sugar. In a solution of 
sugar the osmotic pressure increases directly with the con- 
centration and temperature of the solution. The inorganic 
salts and acids apparently break this law, but it has been 
shown conclusively that these apparent exceptions are due to 
the electrolytic dissociation of these bodies in consequence of 
which the ions take on the physical behaviour of molecules. 

It may possibly appear to you that the laws relating to 
electrolytic dissociation and osmotic pressure are foreign to 
the subject of pathological chemistry, but this is certainly 
not the case. Whenever two fluids come in contact, either 
directly or indirectly, through a semi-permeable membrane, 
the laws of osmotic pressure come into action. Now these 
simple conditions exist in nearly all parts of the anima) 
body. We may therefore say that we cannot conceive of 
any physiological or pathological process in the living 
organism in which osmotic laws do not play a part. How 
these laws operate we do not yet fully understand, but we 
may safely say that the knowledge already gained helps us 
to understand some processes which would otherwise be less 
intelligible. 

Let us take the chief inorganic salts of the food and 
consider their more important physiological and pathological 
relations without losing sight of the physical phenomena to 
which I have referred. 

It will be convenient to consider, first, the food salts and 
their absorption in the digestive tube, and, secondly, the 
salts of the blood plasma in their relation to the nutrition of 
the tissues, to the excretion, &c. 
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The chlorides of sodium and potassium constitute the 
major part of the salts in the dietary of the human subject, 
an adult ttiking not far from 8 grams of sodium chloride 
daily and 4 grams of potassium chloride. Although these 
two salts resemble each other in many of their properties, 
it is perhaps best to speak of sodium chloride sepitrately. 

Sodium chloride possesses physico-chemical properties 
which aid us in understanding its action in the body. Its 
molecular weight being small (sodium 23, chlorine 3537, 
sodium chloride 58'37), the osmotic pressure exerted by its 
solution is greater than that of any other food salt, taken 
weight for weight, because each gramme contains a larger 
number of molecules. Another important property is that it 
dissociates very readily into its chlorine and sodium ions. 
This dissociation further enhances its osmotic pressure, 
which ia probably the main action of sodium chloride in the 
body. The ions of many salts exhibit activities which may 
be described as specific, but this cannot be said to be true of 
sodium chloride. The sodium and chlorine ions are ordinaiy 
and essential constituents of all the body fluids, and the 
oells generally are accustomed to their presence. The pre- 
sence of these ions in greater or lesser concentration induces 
alterations in the physical characters of the blood and lymph, 
and urine, and digestive juices. Otherwise the chlorine and 
sodium ions are to be regarded aa indifferent to the cells of 
the body. 

You are of com-se conversant with the fact that when 
two solutions of salt are separated by a permeable membrane 
in such a way as to prevent ordinary filtration, there occurs 
a constant interchange of the salts and the fluids until the 
concentration of the molecules, and hence the osmotic pres- 
sure, is equal on the two aides of the membrane. When tlie 
molecular concentration on the two sides of the membrane 
has become the same, the solutions are isotonic. The more 
concentrated solution is hyperisotonic. The weaker one is 
hypisotonic. Osmotic processes play an extremely important 
part in facUitating the movement of fluids and the diffusion 
of salts in the organism, and no salt has so active a part in 
determining osmosis as sodium chloride. The epithelial 
cells of the mucous membranes and the endothelial cells of 
the smaller vessels act as permeable membranes through 
which mineral salts are constantly passing, partly through 
a agency of osniiotic pressure. 
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Although the abaorptioa from the stomach ajid mtestine 
of sodium chloride, and of Boluble salts generally, is helped 
by the aRenoy of osmotic pressure, it is clear that Wus 
absorption cannot be fully explained by any purely physical 
forces at present known. Thus, if we introduce into the 
stomach a, salt solution which is isotonic with the blood 
plasma, the fluid and the salt are absorbed notwithstanding 
the equality in osmotic pressure on the two sides of the 
epithelial lining of the stomach. This is because the cells 
exert a so-called ' vital ' action in taking u^ the fluid and ihe 
salt Ions quite distinct from any physical influences at 
present known to us. If now we introduce into the intestine 
a hypisotonic solution, it is even more rapidly absorbed, 
because the osmotic pressure is exerted in the direction of 
the blood and aids the vital action of the epithelia. But 
if we place a hyperisotonic solution in the digestive tube, 
the osmotic flow is in opposition to the direction of the 
epithehal activity, and for a time water may be extracted 
from the blood. This abstraction of water is a feature of 
many cathartic salts which are used in concentrated form. 

The conditions attending the absorption of potassium 
chloride are very similar to those which relate to sodium 
chloride, although the larger size of its molecule makes the 
osmotic pressure of this salt lower. When the two chlorides 
reach the blood they part company to a considerable extent, 
as is shown by the fact that the potassium ions preponderate 
in many of the body cells, while the sodium ions are present 
in greater concentration in the blood and lymph where their 
osmotic activities are of the highest importance. 

Besides the chlorides of which I have just spoken, we 
have to consider the carbonates, the sulphates, and phos- 
phates introduced with the food. The carbonates are not 
ordinarily taken into the stomach in considerable amount, 
and of this moderate quantity only a small portion ia 
absorbed as carbonate owing to the convereion into chloride 
which ia effected by the hydrochloric acid of the gastric 
juice, The sodium and potassium carbonates are readily 
soluble and bland to the mucous membrane of the stomach 
and intestine. So far as we are aware the carbonates of 
sodium, potassium, calcium, and magnesium have little local 
effect on the mucous membrane of the digestive tract. 
Thus you see that salts with the acid ions CI and COa are 
relatively indifferent as regards looal effects. With the aoid 
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ions of the stilpbates the case ia different. The SO^ ions 
occur in the solutions of the sodium, potassium, and 
magnesium salts {NajSOj, K3SO4, MgSOj), and it is notice- 
able that all these bodies have strong oathaftic effects in 
concentrated solution. This irritant action can be referred 
only to the SO4 ione, since the same basic ions in combina- 
tion with other acid ions do not exhibit this effect. 

In connection with the irritant action of the SOj ions it 
is interesting to observe that in a series of soluble aalta 
with the same acid ions, those salts have the gi'eatest 
physiological activity that have the lowest molecular weight, 
i.e. ihat contain the greatest relative proportion of acid ions. 
Thus 7"4 grams KjSO^ with a molecular weight of 174 con- 
tains 4-1 grams SO, ; 7'4 grams of Na5SO,-)-10HjO, 
with the molecular weight of 321, contains 2'2 grams 
SOi; 7-4 grams of MgSOj,6H20, with the molecular 
weight of 228, contains 32 grams of SO4. Now in case 
the cathartic action of these salts depended on the SOj 
iona we should expect potassium sulphate to act more 
energetically than an equal weight of sodium sulpliate or 
of magnesium sulphate. This is in fact the case. The 
salt calcium sulphate, being largely insoluble, cannot be 
compared with the other sulphates that have been mentioned. 

The salts of HjPO, (or tho -phosphoric acid) in the food 
are chiefly those of calcium, though the more soluble sodium 
and potassium phosphates are also ingested. Calcium 
phosphates occur as the primary CaH4(P0<)j, the secondary 
CaHPOj and tertiary Caa(P04)s, The primary salt is the 
only one that is moderately soluble in water. Hence very 
little calcium is absorbed from the digestive tract as phos- 
phates. The tertiary phosphate occurs in the ash of milk, 
having been previously in combination with casein. It is 
also present m meat. It is still a question whether calcium 
phosphate is absorbed from the intestine. The phoephorio 
acid ions (PO,) must be absorbed chiefly in combination 
with sodium and potassium, but even in this form the 
absorption muet be slight. The PO, ions resemble those of 
SO, in being irritant and cathartio in action when present 
in strong medicinal solutions. 

The absorption of calcium salts is a matter of the first 
importance for the growth and maintenance of the skeleton. 
The chlorides and carbonates of calcium are to some extent 
taken up from the digestive tract, but, as I have just said, 
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we do not know whether it ia trae of the phoaphaies. Any- 
thing which leads to a prolonged and impaired abflorption of 
calcium results in a modification of the skeleton, which, as 
you know, contains a very large proportion of calcium and 
magnesium phosphates. It ia easy to show experimentally 
that the growth of the bones is very much restricted in 
young animals when the lime salts of the food are deficient. 
But although the bones are quantitatively imperfectly 
developed under these circumstances I have found that 
their composition differs little from that of normal bone. It 
has been claimed that the deprivation of Ume salts in the 
food is the cause of rickets. This contention has not been 
succeBsfulIy sustained. In i-ickets there is impaired growth 
of bone containing a diminished propoi-tion of lime, but it ia 
highly improbable that the mere reduction of the calcium of 
the food, or a diminished absorption of such salts, suffices to 
produce the characteristic lesions of rickets. 

We have, indeed, no reason to suppose that the capacity 
of the intestinal epithelium to absorb lime is always re- 
duced, since rickety children to whom calcium salts ware 
administered showed as large an increase in the excretion 
of lime by the urine as did normal children under similar 
conditions. 

In thinking of the relationship of rickets to the calcium 
phosphate in the blood, one cannot help doubting whether 
the presence of a, normaJ quantity of calcium in the blood 
assures its normal utilisation by the bones. There are in 
fact recent observations which show that in rickets the 
hver, kidney, spleen, heart, and central nervous system 
contain as much calcium as in health. One is thus led to 
suspect that in a case of rickets there may be pecnUaritiea in 
the activities of the bone cells which modify their capacitylo 
utihse the salts of calcium. I hope to discuss this subieet 
with you at greater length in connection with the chemical 
pathology of the bones. 

Having now reviewed some features of the absorption of 
the mineral ingredients of food, let us consider certain relsr 
tions of the salts in the blood in health and disease. 

The plasma of the blood contains inorganic salts which 
are partly present in a free state, partly in combination with 
the proteid elements of the blood. Thus sodium chloride, 
the most important abundant salt of the blood, exists as 
such ; but the calcium phosphate must be combined with the 
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proteid of the blood or it could not remain in solution. Tiia 
human plasma holds in aolution salts of sodium, potassium, 
magneainm, and calcium, These salts are chiefly present as 
chloiddea and phosphates in a state of electrolytic dissocia- 
tion. Now it is Itnown that in health the molecular con- 
centration of the seram, that is, the total number ot mole- 
cules in a given volume, is nearly constant. This is shown 
by the fact that the freezing-point of the blood is regularly 
0°'56 C. below the freezing-point ot water. Moreover 
the concentration of the serum in organic molecules ia 
nearly constant. Again, the molecules which contain 
chlorine constitute a large and very nearly constant part of 
the total electrolytes in solution, that is, of the ions conduct- 
ing electricity. The chlorine content varies little from 0*58 
per cent, of sodium chloride, and it is chiefly on this high 
content of sodium chloride that the osmotic pressure of the 
blood depends. 

The constancy in the concentration of the inorganic and 
organic molecules ot the blood, notwithstanding the con- 
tinual accessions of new material and the constant removal 
of other material, is a remarkable thing. It shows us 
plainly that a highly complex regulatory mechanism is at 
v.*ork, involving the control of various physiological pro- 
cesses. Among these are the absorption from the digestive 
tract, the excretion of water by the skin and lungs, the 
exchange of material between the tissue cells and the blood, 
and, lastly, the excretion of superfluous molecules in watery 
solution by way of the kidneys. Through the union of 
these various factors the osmotio pressure of the blood is 
maintained at a nearly constant level. This constancy in 
osmotic pressure appears to be a necessary element in the 
normal hfe activities of the cells. The importance ot the 
osmotic pressure of the plasma for one class ot cells, the red 
cells of the blood, is shown by the fluctuations in the 
volume and water content of these cells with the osmotic 
pressure of the plasma. You know that any considerable 
reduction in the molecular concentration of the plasma is 
followed by a swelling and disruption of red blood cells. 
There is good reason to believe that a similar sensitiveness 
to the state of the molecular concenti'ation of the blood 
exists in the case of the diffierent kinds of cells bathed by the 
plasma. 
^^ Now since the osmotic pressure of the blood depends on 
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the molecular concentratiou, and this concentratioti in turn 
depends largely on the salts in the plasma, you can readily 
appreciate the very gi-eat importance of the inorganic salts 
for the maintenance of the physico-chemical conditions that 
underlie metaholio processes. These inorganic salts are 
operative chiefly through their dissociated molecules or ions. 

The presence of the ions in the blood and other fluids of 
the body explains the ability of the tissues to transmit elec- 
tricity. The organic material of the bodv cannot conduct 
electricity. But since there is little douDt that the partial 
conversion of caloric energy into electrical energy is a 
necessary Incident of lite, we see here another evidence of 
the essential character of ion action. How important this 
ion action may be to the carrying on of oxidations in the 
cells we do not yet understand. 

I have now said enough to emphasise the physiological 
importance of the salts both in the blood and in the organism 
generally. You will naturally ask where these physiological 
facts find application to disease. It will be a long time 
before anything lilce a satisfactory answer can be given to 
this question. The conditions are far too intricate for our 
present understanding. Some things of practical and theo- 
retical importance to us as physicians have, however, come 
t« light in connection with the behaviour of the mineral 
salts in relation to disease, and to these I novv invite your 
attention. 

It will be convenient to consider in turn the chlorides of 
sodium and potassium, the sodium carbonates and phos- 
phates, and the salts of calcium. Soilium chloride, the most 
abundant salt of the food, enters the body in the large amount 
of 5 to 12 grama daily, and is excreted in a nearly equally 
large amount by the urine. A reduction in the salt income 
is rapidly followed by a corresponding reductiom in excretion, 
e.g. the body holds its salts in such a way as to maintain 
nearly the normal concentration in the serum, even in 
starvation, A marked fall in the salt of the food is followed 
by defective absorption of the food-stuffs. Therefore you 
must see to it that your patients receive sufiBcient salt. It 
is an old observation tnat salt deprivation in cattle is 
followed by impaired nutrition. The same is true in naan. 
As a rule you can easily tell from the urine of your patients 
if they are receiving too little salt. 

While in health the administration of sodium chloride if 
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promptly followed by an iaoreaeed output of chlorine nearly 
or q^te equal to the quantity of siLlt talten, 

TMb 13 not the case in some forms of disease. Thus in 
marked ansemjas and acute feverB it has been found that 
the organism retains chlorine in considerable amount 
when administered in addition to the food. In the ease 
of chlorosis the retention of chlorine is said to be 
greater than in pernicious an le mi as. The most satis- 
factory explanation of the retention is that it depends 
on the relative excess of water in the blood, Accord- 
ing to this view the administration of sodium chloride 
ia followed by a smaller sodium chloride excretion than 
should occur in health, simply because the chlorine ia held 
in the blood to compensate a deficiency in concentration. 
In the case of pneumonia the retention of sodium chloride 
in the body is pronounced. Give 1 gram of chlorine 
daily and the urine of the pneumonia patient will contain, 
say, 0'5 gram; give 8 grama daily and you get from 
2 to 3 gi-ams of chlorine in the urine. This, you see, 
represents a considerable retention of chlorine, and chiefly 
chlorine combined with sodium, "What ia the cause of this 
retention of chlorides ? The most reasonable explanation is 
that the chlorine retention is due largely to a watery condi- 
tion of the blood during fever, in which sodium chloride is 
held back from the organism for the purpose of maintaining 
the molecular concentration of the blood in ions at nearly the 
normal level. This explanation applies equally well to the 
retention of sodium chloride which occurs generally during 
fever. We may picture to ourselves that in fever there is a 
flow of water and salts from the blood to the tissues, while 
during convalescence the water and salts return into the 
blood. During the febrile period the water and chlorine of 
the urine are much diminished ; after the fever they increase. 

There is a second important influence, in the case of 
pneumonia, which favours the retention of chlorine. This is 
the existence of a considerable exudate into the alveoli of the 
lung. I think these influences account for the great reduc- 
tion of the chlorides in the urine with which we meet in 
many cases of pneumonia. 

In connection with the retention of chlorine in pneumonial 
wish to call your attention to the behaviour of the phosphates, 
because it illustrates the tenacity with which the organism 
' ' "" its salts when the concentration of the blood is lowered. 
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It IB well known that in pneumonia, as in fever generally, 
the excretion of phosphatea is increased in absolnte amoant, 
a>S compared wiili the non-febrile state. Nevertheless the 
amount excreted is not so large in proportion to the excretion 
of nitrogen as one would expect from the relations of the 
phosphorna and nitrogen content in the food. The ratio of 
nitrogen to phosphorus during fever is 20 or 10 to 1, when we 
should expect it to be about 6 to 1, Thus the blood is holding 
back phosphorus just as it holds back chlorine. The ex- 
planation appears to be that the chlorides retained do not 
suffice to maintain the normal concentration of the fluids of 
the body, and that hence the phosphates which are easily 
soluble are kept back to help in the maintenance of this 
concentration, But please note what happens when we give 
the patient an abundance of sodium chloride. If we add an 
abundance of sodium chloride to the food, the phosphates in 
the urine are so much increased that the ratio of nitrogen to 
phosphorus becomes about 6 to 1. In other words, an in- 
creased concentration of the blood in chlorides permits a 
prompt increase in the excretion of phosphates. 

The molecular concentration of the blood in sodium 
chloride coiTesponds closely to that of various normal and 
pathological exudates and transudates. Thus the percentage 
of sodium chloride in the lymph, in the aqueous humour, in the 
fluid of oedema, and in the exudate of pleurisy and hydrocele 
never far from six tenths of one per cent., i.e. almost 
...i same as that of the blood. This correspondence points 
io the rdk played by the osmotic pressure of the dissociated 
nolecules of sodium chloride in the blood. The passage of 
sodium chloride into large exudates tends to lower somewhat 
'he concentration of sodium chloride in the blood. Hence 
]he sodium chloride of the blood is greedily retained by the 
blood in compensation of the loss. The result is a diminn- 
;ion of the sodium chloride in the urine. P&r contra, when 
absorption of exudate holding salt takes place, the 
chlorine in the urine is increased. The transudation of salt 
s a requisite of every pathological exudate and transudate. 
The sodium chloride of the blood stands in very close and 
ipoTtant relationship to the activities of two kinds of 
epithelial cells, namely, those of the stomach and those of 
ihe kidney. You know that the stomach of an adult human 
being secretes a very conaiderable amount of gastric iuioe in 
*:he conrse of twenty-tour hours, and that this gostno Mj^ 
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briogB with it many grammes ot hydrochloric acid. Now there 
is no reasonable ground to doubt that this hydrochloric acid 
comes from the sodium chloride of the blood. The most 
intelligible conception ot the process of secretion involves the 
view that the gastric cells lake sodium and chlorine iona 
from the blood, and through some obscure activity, which 
we find it convenient to call vital, bring about a conversion 
of the chlorine ions into hydrochSoric acid and of the sodium 
ions into sodium carbonate. 

The chemical interchange is represented by the following 
ttiation : — 

ClZNa+E20=ClZH + NaZ0H. 

The sodium hydroxide is probably converted promptly into 
sodium carbonate by the carbonic acid of the blood. The 
stream ot hydrochloric acid Is always directed into the 
stomach, while the simultaneously formed sodium hydroxide 
or carbonate passes towards the blood and lymph. At least 
a. portion of the alkaline sodium carbonate which is thus 
added to the blood is probably utilised in conferring the 
normal alkaline reaction on the pancreatic juice, the auccus 
entericus, and the sahva. As yet we cannot see deeply 
enough into the chemistry of nutrition to recognise the con- 
sequences to the organism that may accrue from the impaired 
secretion of the hydrochloric acid of the gastric juice. But 
I wish to suggest that a chronic state of defective secretion 
of this acid very probably entails other consequences than 
those which can be referred to impaired gastric digestion, 
namely, nutritional disturbances connected with diminished 
alkalescence of the pancreatic and other important secretions. 

Since the secretion of free hydrochloric acid by the 
epithelial cells of the stomach is so closely connected with 
the sodium chloride of the blood, one might perhaps expect 
to find this secretion impaired in cases where the chlorine 
contsnt of the blood is low. In fever, in ansemia, and in 
starvation we find that the administration of chlorides is 
followed by a considerable retention of chlorine in the body, 
and we are doubtless justified iti making the inference that 
the blood in these states is poor in sodium and chlorine 
ions. We know also that in fever, in ansBmia, and in 
starvation the free hydrochloric acid is diminished markedly. 
Perhaps the diminution must be referred largely to inter- 

moe with the functions of the secreting epithelial cells of 



L 



CHEMICAL PATHOLOGY 

the Btomocli. But we may &t least suspect that the defi- 
oiency of chlorine ions in the blood is also a factor. 

Let me now speak of tlie relatiou of sodium chloride to 
the renal epithelium. You are aware that if we add to the 
ordinary food of a healthy man a considerable quantity of 
sodium chloride, this sodium chloride appears promptly in 
the urine. The organism does not retain chlorine because 
it already has enough for its needs. The kidney seems to 
be entrusted with the important function of maintaining a 
normal percentage of chlorine in the blood. When the 
blood grows poor in chlorine, the sodium and chlorine ions 
in the blood no longer pass into the urine. The work of 
the kidney thus appears to be at least roughly proportional 
to the concentration of the chlorine and sodium ions in the 
blood. Doubtless the high osmotic pressure of the salt has 
to do with its ready eliminjition ; yet we have good reason to 
suppose that the process of elimination is by no means purely 
a physical one, but involves the so-called vital activities of 
the renal epithelium. 

If we infuse into the circulation of a dog a concentrated 
solution of sodium chloride, the kidney is soon stimulated to 
active diuresis ; that is to say, removal of the excess of salt 
from the blood by the kidney entails the removal of a 
oonslderabla volume of water. This volume of water may 
be greatly in excess of the water which was infused. Now 
this dim'etic action of common salt is one which we can put 
to practical use. If you introduce a hot salt solution into 
the colon of a patient vrith urtemia or with kidneys which 
have ceased their normal activity owing to shock, you will 
generally be gratified by the promptness vrith which the 
flow of urine is re-estabhahed. In such instances you not 
merely cause the slumbering renal epithelium to excrete the 
salt and water which you nave introduced, but, as I have 
shown by numerous experiments in animals and observa- 
tions on man, you also stimulate the excretion of urea and 
other substances that have been retained in the blood. I 
advise you to employ a solution of about 1 per cent, of 
sodium chloride. Such a solution, having a greater con- 
centration in chlorine and sodium ions than the blood itself, 
would draw water from the blood were only physical pro- 
cesses in play. The intestinal epithehum, however, takes 
up the salt and water promptly. 

The potassium of the food occurs partly in union with 
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ohlonne, partly with phosphoric acid, and i 
abundant in vegetable food. The potasBium ealts,* readily 
dissociated and easily absorbed, find their their way into the 
urine as promptly as the salts of sodium. This absorption 
is not, however, ao complete as that of the sodium salts, and 
a small amount can always be found in the faeces. On pass- 
ing from the digestive tract into the blood the potassium 
ions required by the tissues are quickly taken up, and any 
excess of such lona above the normal content of the blood is 
quickly eliminated by the kidneys. In the blood the low 
content of potassium ions is in striking conti-ast to the con- 
centration of sodium ions, whereas, in many of the cells, 
this quantitative relation is reversed. This is noticeable in 
the red blood cells of mac and in the muscles of mammals 
generally. There are at least two reasons why a high 
potassium content for the blood is less adapted for the needs 
of the body than a high sodium content. One is that the 
potassium salts are highly toxic to the nervous system and 
heart. The other is that the molecule of potassium chloride 
being larger than the molecule of sodium chloride, the salt 
exerts a considerably lower osmotic pressure, weight for 
weight, than sodium chloride. 

While the potassium ions iu concentration induce para- 
lysis of the heart, in the moderate concentration in which 
they exist in the body they furnish an important stimulus 
to rhythmic cardiac contractions and relaxations. The 
potassium ions probably exert this effect by entering into 
combination with the hving protoplasm of the muscle. It 
seems not unlikely that potassium hEis a similar stimulating 
action on the skeletal muscles. 

At present we do not know much about the behaviour of 
the potassium ions of the organism iu disease. In fever the 
potassium like the sodium chloride is closely held by the 
tissues, and the administration of potassium chloride is 
followed by some retention. The reasons for this retention 
are of the same nature as those which I mentioned in 
connection with sodium chloride. In acute starvation and 
chronic inanition the organism holds its sodium choloride 
more jealously than its potassium salt ; hence the urine may 
eontam more potassium ions than sodium ions, contrary to 
normal conditions. Where the kidney shows insufficienoy in 
the excretion of urea there may also be difficulty in excreting 
lOtassium ions. Hence, in certain urEemic states, the 
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potassium content of the blood ia increased. The increase is 
moderate, never great. Nevertheless an entire volume and 
several monographa have been written to prove that the 
potaBsium salts are the cause of the toxic symptoms of 
lU-Bemia. This position is untenable. Still it is possible that 
the excess of potassium ions in the blood ia sufficient to 
contribute to the production of urtemic symptoms in some 
instances of renal disease. 

Let us now consider foi^ a moment the fate of the salts of 
the alltali earth metals in the body. While calcium is 
present both in animal and vegetable food, it is, like 
potaasium, especially abundant in the latter. By no means 
all the calcium exists in the inorganic state as salts of phos- 
phoric and carbonic acids.. A pQiliion is united to organic 
materials such as casein, the proteids of the egg yolt, and 
certain seeds ; a fact to be remembered in prescribing a diet 
rich in calcium. There is good experimental evidence that 
both the organic and inorganic calcium compounds undergo 
resorption and reappear in the urine. But this resorption is 
probably not very large. "We know that only five to ten per 
cent, of the calcium in the food is excreted in the urine. This 
fact might very readily lead us to underestimate the extent of 
calcium absorption. It may surprise you to learn that the 
excretory path for calcium is not the kidneys, but the epi- 
thelium of the intestine. It is by way of the auocus entericus 
that calcium normally leaves the body ; therefore it is not 
permissible to estimate the proportion of calcium that has 
actually been absorbed from a study either of the urine or of 
the feces. 

The calcium of the blood, though present there in small 
amount, performs important though not fully understood 
functions. I have not now in mind the utilisation of the 
calcium of the blood, in the construction and maintenance of 
the skeleton, but functions of quite a different character. I 
refer to the influence of calcium on the cardiac muscle and 
also to its relation to the coagulation of the blood. 

In speaking of the action of the potassium salts of the 
blood I drew your attention to the effect of these basic ions 
on the rhythmic contractions and relaxations of the heart, 
The calcium ions, though apparently as essential to the main- 
tenance of cardiac activity as the potassium ions, exert a 
somewhat different influence, since they supply the stimulus 
to a prolonged contraction with delayed relaxation. In the 
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frog, at lea^t, (he action of the cnlcium and potassium ions 
in ibs heart is antagonistic. It is a very interesting faot that 
the voluntary muscles also are favourably influenced to con- 
traction through the presence of calcium ions, even in small 
concentration. At the present time, however, it ia impoasibfe 
to say whether pathological conditions arise in the voluntary 
uad involuntary muscles as the result of deficiency in calcium 
salts. 

If we draw blood from a living animal and add to it a 
small amount ol osalic acid, the blood fails to coagulate. 
This is because the acid precipitates the calcium as oxalate 
of lime, and thus deprives the blood of ions which play a part 
in the process of coagulation, Just how the calcium acts in 
favouring coagulation has been the subject of considerable 
controversy. It has been shown that the calcium ions are 
not necessary for the activity of the fibrin ferment when this 
has been formed, but that this fibrin ferment cannot develop 
from prothrombin, the antecedent of this ferment in the 
circulating blood, without the presence of calcium, It has 
been suggested that calcium salts be used therapeutically in 
conditions of disease where it is desirable to mcrease the 
coagulability of the blood, as in bleeders and persons with 
targe anenrysmal dilatations. It is even claimed that some 
favourable results have been obtained in this way. But this 
suggestion appears no more rational than the treatment of 
rickets with calcium salts, because there is no evidence of a 
deficiency in the calcium ions of the blood in any of these 
pathological conditions. 

An interesting phenomenon in which the calcium salts 
play a part is the process of calcification in the blood 
vessels, in the lungs, and in many tumours. We are ignorant 
of the conditions that determine the occurrence of a deposit 
of calcium salts in tissues normally free from such depoaita, 
but there is very good reason to think that injury to the 
tissues is a oecessaiy antecedent to pathological caloifioa- 

We do not as yet know much about conditions in 
which the excretion of the calcium ions is pathological. A 
retention of calcium in the organism has been observed in 
some febrile conditions — a retention apparently comparable 
to that noted in the case of the chlorine ions of which I have 
already spoken. I can offer you no explanation of this 
' ition which appears to me satisfactory. 
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An absolute loss o( calcium by the urine and fiecea liaa 
been noted in pemiciouB antemiaa and in some oases of 
diabetes. In the case of pernicious ansemias the excretion 
is associated with a retention of chlorine in the body. In 
diabetes the loss of caloium is dependent on the presence of 
an acid intoxication. I explained to you in the lecture on 
the chemical defences of the organism against disease that 
the bases ammonium, sodium, potassium, and calcium arc 
all called upon in some oases of diabetes to aid in neutral- 
ising and removing organic acids, probably chiefly oxy- 
butyiio acid, from the body. The removal of calcium 
indicates that the alkali resources of the body have been 
nearly exhausted, and is thus an evil omen. The calcium 
which is sacriiiced has so small a basic value that it is 
incompetent to delay materially the fatal issue of the acid 
intoxication. The loss is, however, one which in some 
instances greatly impairs the strength of the bones. I 
regret that I cannot tell you what interpretation to give to 
the calcium loss in pernicious antemias. The loss appears 
to be constantly observed, and possibly it is the expression 
of an intoxication by acid as in diabetes ; but I know of no 
facts in support of this suggestion. 

I am able to tell you even less about magnesium than 
about calcium. The magnesium of the food, like the 
calcium, occiu-s chiefly as a phosphate, but this phosphate 
is somewhat more readily soluble, and hence better adapted 
for absorption. It is thought that a small amount of the 
magnesium that has been absorbed is excreted by the succus 
entericus, as in the case of calcium. We know almost 
nothing of the r6le of the magnesium in the normal or in the 
disturbed processes of life, yet its occurrence in the blood in 
nearly the same concentration as the calcium ions and its 
presence in protoplasm indicate that magnesium performs 
a not unimportant part in the organism. In one function 
at least the magnesium differs strikingly from calcium. 
The ash of bone contains nearly iO per cent, of calcium, 
which must thus be regarded as the minei'al basis of the 
skeleton. On the other hand the bones contain less than 
one per cent, of magnesium. 

As I shall indicate more fully when I speak of the 
pathological cJiemistry of Btar\-ation, the urine contains 
much more calcium than magnesium when the food supply 
is withheld. This is in contrast to what happens on an 
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ordinary mixed diet, although it ia by no meana a constant 

Shenomenon to find the magnesium of the urine in excesa ol 
le calcium. The explanation of the relative increase of 
calcium in etaiTation ia that the food contains considerably 
more magnesium than calcium. 

An interesting fact in regard to the action of the magne- 
sium ions on protoplasm has recently come to IJ^ht through 
the experiments of Loeb of Chicago. This investigator 
found only one way in which it was possible to stimulate 
the unfertilised egg of a sea-urchin {by means of mineral 
salts) so that it will develop into a larva. This was by 
treating the unfertilised egg with a mixture of almost equal 
parts of sea water and a. "/ normal solution of magnesium 
chloride. This remarkable stimalus to segmentation of the 
egg must be attributed chiefly lo the stimulating action of 
the magnesium ions. I mention the observation to you, not 
as being of medical significance, but because it illustrates a 
notable physiological property of the magnesium ions that 
may serve to increase your appreciation of the importance of 
the mineral elements of the body. We may some day find 
that the magnesium iona are of the highest importance to 
the maintenance of certain hfe activities in the cella of the 
human body. 

I have already alluded to some of the conditions attend- 
ing the absorption of the phosphates and sulphates from the 
intestine. Let me now say something about the phosphate 
and snlphate ions of the blood and their destination. The 
phosphoric acid of the blood ia present there in only small 
ajnount, partly in union with calcium and partly in com- 
bination with sodium and perhaps potassium. The calcium 
phosphate comes from the food, and is utihsed chiefly in the 
formation of bone. The phosphoric acid united to the sodium 
and potassium of the blood may come in part from the food, 
but there is another important source of this phosphoric 
acid which you must not overlook. This is the oxidation of 
the phosphorus-holding cells of the body in the course of 
metaholism. The phosphoric acid thus formed probably 
gives rise to the disodium phosphate of the blood, NajHPOi. 
It is, of course, impossible that the blood should contain 
either free phosphoric acid or its acid salt NaHjP04, the 
monosodium phosphate. Nevertheless the urine contains 
the monosodium salt of phosphoric acid, to which its acid 
reaction is partly due. How are we to explain the rematkftble 
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fact that the alkaEne blood which circulates through the 
kidney is the mother of an acid urine 1 No explanation ia 
possible that tails to take account of a specific activity on 
the part of the renal epithelium, an activity comparable 
to that by which the gastric cells free the CI ions from theur 
sodium base and pass them into the cavity of the stomach. 
Wo may assume that the blood passing to the kidney con- 
tains carbonic add and disodium phosphate. 

OH ONa 

CO + POONa= _^B 

OH OH ^M 

CarboDic txii. Diaodiam phosphate. ^^H 

and that the renal epithelium effects a rearrangement of ions 

by which there result monosodium phosphate and sodium 
bicarbonate. 

ONa ONa ^ 

FOOH + CO ^H 

OH OH ^1 

Moaowdinm Monoeodium carbonate ^^| 

phosphate. (Bodiam bicarbonate). ^^^ 

The acid salt NaHjPO, passes into the urine, and the 
alkaline salt NaHCO^ is returned to the blood, thus com- 
pleting the analogy with the action of the gastric epithelium, 
which returns an alkaline salt to the blood. 

The acidity of the urine is thus influenced by the diaodium 
phosphate of the blood and by a specific activity of the renal 
cells. We are, however, in the dark as to the details of the 
process, and at present cannot give a satisfactory explana- 
tion of all the fluctuations in acidity of the m'ine which 
depend on diSerences in the content of the acid sodium 
phosphate. In urines that are neutral when passed ihe 
phosphoric acid is probably present as the disodium salt ; in 
acid urine the hydrogen ions of the monosodium phosphate 
are also present. 

It is customary to speak of the acid sodium phosphate 
as if it were alone responsible for the acidity of the urine. 
This ia surely an error, because other acid salts are quite as 
likely to be concerned. Thus, the sulphuric acid in the 
urine is capable of forming acid salts, as, for instance, the 
acid sodium sulphate. If now we have a solution like the 
urine, which contains phosphoric and sulphuric acid in 
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excess of the amount required to form neutral salts of 
sodiam and potassium, we know that the solution contains 
ions of potassium and sodium, ions of SO4 and POi and 
iona of H. We cannot say in what proportion the different 
basic iona belong to the acid ions, since all are in the dis- 
sociated state, and we have quite as much right to assume 
the presence of acid salts of sulphuric acid as acid salts of 
phosphoric acid in an acid urine. You will further realise 
the justice of taking account of the sulphuric acid of the 
urine aa a maker of acid salts when I remind you of the 
fact that, on a mixed diet, the healthy adult haa almost as 
much sulphuric acid in the urine as phosphoric acid. 

Prohably you are all famihar with the term ' phoepha- 
turia,' but very likely you have not a very clear conception 
of what it means. Wnenever there occurs a spontaneous 
separation of the earthy phospiates, that is, the calcium 
and magnesium phosphates of the urine, custom justifies us 
in saying that we have to deal with phosphaturia. If you 
make use of the word in this sense, and with a full recogni- 
tion of tbe fact that a separation of phosphates is liable to 
occur from any concentrated m'ine that is neutral in reaction, 
there is no objection to the use of the term. But if you 
infer that a separation of phosphates means that there is a 
pathological increase in the excretion of the earthy phos- 
phates you will be giving a wrong intei-pretation to phospha- 
turia. Please remember that it is a difficult matter to state 
what constitutes an excessive excretion of earthy phosphates, 
and that in most cases of phosphaturia there is no evidence 
of any such excess. I beheve I shall not mislead you by 
saying that the chief pathological significance of the separa- 
tion of phosphates is the neutral state of the urine which 
permits this separation. Still there are instances in which 
the excretion of phosphates is regula,rly in excess of the 
normal output. On this subject I shall speak to you again 
when we discuss the pathological chemistry of certain forma 
of nervous disease. 

A tew minutes ago I told you that the ui-ine contained 
sulphuric acid in an amount nearly equal to that of phos- 
phoric acid — that is, from 1 to 3 grams daily. Never- 
theless the blood contains SO, ions only in very small 
concentration — about one twentieth the concentration of the 
urine in SO, ions. In this contrast between the SO, ions in 
the blood and urine there is a resemblance to the contrast of 
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the urea content of the blood and urine. In each instance 
the blood contains something which is of little nse to the 
organism, something which produces tosio effects unless it is 
promptly removed by the tLCtion of the kidneys. 

The SO4 ions of tlie blood come only in part from the 
food, which contains very small quantities of sulphates. 
The greater pai-t of the SO4 comes from the oxidation of sul- 
phur in the course of the metabolism of the cells of the body. 
While the sulphur ions exist in abundance in the salts of 
certain connective tissue structures, such as cartilage, they 
are to be regarded chiefly as excretory products of oxidation. 

I shall now recapitulate with respect to the more import- 
ant facts about the different salts in the food and their 
destination in the organism. We have seen that the chlorides 
are the salts most abundant in the food, in the blood, and in 
the urine, and that the action of the sodium and chlorine 
ions is mainly a physical one connected with their osmotic 
pi-ossure. We have also seen that while the sodium and 
chlorine ions travel rapidly through the body in the per- 
formance of their physical functions the cells and fluids of 
the body hold their ions jealously, and guard against any 
marked fall in tlie normal concentration of the blood. Con- 
sequently we observe a great reduction in the chlorine of the 
urine when the chlorides of the food are reduced, and 
similarly a detention of chlorine in the body when there is 
an accumulation of fluid in the organism, as in fever and 
certain ancemias. 

In the ahai-pest contrast to the chlorides of sodium and 
potassium stand the calcium phosphates. The large mole- 
cules of the calcium salts, their sUght dissociation and low 
osmotic pressure, lead us to expect wholly different physio- 
logical properties from those that belong to the chlorides of 
tbealkalis. And such differenoes indeed exist. These calcium 
salts, difficult of absorption and present in small concentra- 
tion in the blood plasma, play almost no part in the osmotic 
changes in the cells and nutrient fluids. They form the 
roineral basis of the skeleton, and conditions which prevent 
their deposition iu the bones are concerned with the develop- 
ment of rickets and osteomalacia. The slow metabohsm 
aod relative permanence of the bony framework of the body 
are reflected in the small calcium excretion of the urine, ju«t 
as the intense activity and rapid replacement of the 
chlorides may be inferred from the large chlorine content 
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oF the uiioo. The saJts of luagnQaiuin stand close to 
the calcium ea,ltB ia respect to their phyeico- chemical 
properties. Of their algBificance we underBtand little at 
present, but what we know of the infiuonce of the calcium 
salts upon coagulation and upon the irritability of muscle 
leads us to infer that the presence of the magnesiuni ions in 
the blood is impoiiarit to the maintenance of vital processes. 
"Wo are also in the dark as to the part played by the 
potassium ions, though, as already stated, the potassium 
chloride presents many analogies to sodium chloride. There 
is reason to think, however, that the excessive accumulation 
of potassium ions is sometimes a factor in the produotioa. of 
toxic symptoms. 

While I have tried to impress on you the great import- 
ance of the physico-chemical properties of salts, especially 
in relation to their capacity to permeate the cell structures 
of the body, it has been my wish to make you reahae that 
other influences of a so-called ' vital ' character are intimately 
aeaociated with the passage of the salts through the 
organism. We nowhere see more clearly the evidences of 
the vital activity of the cells than in the differences in the 
urine and blood in respect to the concentration of theii- 
mineral ions. If the osmotic pressure and diffusion of the 
mineral ions in the blood were the only factors in determining 
the passage of these ions into the urine, we should expect to 
find the concentration of the salts in the blood and urine 
very nearly equal. What we actually find ia that the blood 
contains sodium, potassium, and chlorine in greater concen- 
tration than in the urine, while, on the other hand, the urine 
is richer in calcium and magnesium and sulphuric acid. 
Such conditions can only result from the specific 'vital' 
activity of the renal cells. 

In the (evr minutes that remain to us this moruing I 
wish to speak to you of some of the efi"ectB of the drinking 
of mineral waters. When you reflect how extensive is the 
internal use of such waters, not only at the various spaa of 
this country and of Europe, but also in an indiscriminate 
way without medical direction, you can hardly fail to see 
that the subject ia one well worthy of your attention. 

The effect of a mineral water upon a given individual 
naturally depends on a number of factors, of which the 
more prominent are the condition of the subject, the 
character of the salts dissolved In the water and their 
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concentration, the presence or absence o( tree carbon dioxide 
in solution, the quantity of water used, and the period o! 
time through which the use of the water extends. Whereas 
I cannot speak of these factors iu detail, perhaps it is possible 
to show you that they have all to he taken into consideration 
in giving advice to patients. Carbonated waters are popular 
tor table use, and by many persona are preferred to those 
which are still. It has very likely occurred to you to ask 
if it is a uaatter of indifference to the body whether a 
drinking water is or is not highly charged with oarbon 
dioxide. I regret to fia,y that I cannot inform you as 
accurately as I could wish with regard to the advantages 
and drawbacks attending the use of highly charged waters, 
The subjeob is one that deserves more attention than it has 
received. I cannot say much in favour of carbonated waters 
except that they are palatable to many persons, and some- 
times relieve nausea. Whether the carbon dioxide ever has 
a distinct effect on the quantity and quality of the gastric 
juice I do not know. It is claimed that the gas stimulates 
the gastric secretion. On the other hand, there is little 
doubt in my mind that the constant use of carbonated 
waters is sometimes harmful in several ways, as through 
local irritant action or through an accumulation of gas in 
the stomach favourable to the production ot atony. Whether 
there are other detrimental effects of a more indirect nature 
I cannot say. I can tell you from personal experience that 
the introduction of large volumes ot carbon dioxide into the 
stomach and intestine is quickly followed, in the case of 
dogs, by a decided alteration in the reaction of the urine. 
The acid urine becomes rapidly neutral or alkaline. One 
would hardly expect so decided a result in the human 
subject simply from carbonated water, but it is possible that 
there is some influence on the reaction of the urine. Clinioal 
experience indicates that there are some persons in whom 
uric acid calculi are more rapidly formed where oarbonated 
waters are used than when still waters are used ; but I havs 
no explanation ot the fact, and do not know under what 
circumstances such an effect is likely to be noted. 

The nature and concentration of the salts contained in k 
mineral water are of course leading factors in determining 
its action. Most natural mineral waters act chiefly in one 
of two ways ; namely, by their passage through the 
organism after absorption or by the irritant action of ** ■" ~ 
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ions on the digestive tract, wbiob prevents any considerable 
absorption and favotu's catbarais. These two types of 
waters are represented in the Kissengen waters known us 
Bacoczy and in the celebrated Spmdel of Carlsbad. The 
mineral content oE these waters per liti-e is as follows : — 

kBacoczy. Sprudel. 
Fotas^um 0-1506 O'OSld 

Sodium 2-3977 1'7603 

Coloiam 0'527S 0'1286 

Magnealnm .... 0-2016 0'047S 

lion 0'0]52 0-OOie 

OUoTine 3-'J079 0-6280 

BO a-ilOCi 1-7208 

Both waters also contain the GO^ ions in abundance, and 
the Bacoozy has a considerable amount of free carbon 
dioxide. The important difference between these waters 
lies in their different content of CI and SO4 ions. Wbila 
the Bacoczy contains a high percentage of chlorine, the 
Spradel only contains about one sixth as much. On the 
other hand, the Sprudel contains the SO4 ions in consider- 
able concentration, while the Kissengen water is poor in 
them. In consequence of these characteristics the Kacoozy 
is readily absorbed and its constituents pass rapidly througn 
the blood into the urine, the quantity of which may be 
considerably increased. The alkaline carbonates in the 
water also render the urine less acid in reaction. The 
Racoczy water thus exemplifies the type of alkahne water 
rich in chlorides. Other waters with similar properties are 
Vichy and the Hawthorn, Congress, and "Vichy waters of 
Saratoga, These waters, however, contain little or no iron. 
Waters contaimng the chlorides in abundance and a 
moderate amount of alkaline carbonates are much in vogue 
for the treatment of gout, chronic rheumatism, the uric acid 
diathesis, gall-stones, obesity, and catan-hal derangements of 
the respiratory and digestive tracts. It is important for you 
to understand that they probably have no specific virtues, 
but act beneficially in part by encouraging the free use of 
water b^ persons who habitually drink too httle, and in part 
by furmshing an abundance of basic alkaU to tie and carry 
out organic acids that may be present in excess in the 
tissue cells and blood. A further advantage in many 
uices is the reduction in the excessive acidity of the 
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urine, whioh in many dyspeptics renders the bladder too 
irritable and in some instances favours the separation of 
uric acid in the urinary tract. But thongh these are actual 
and intelligible effects you should not lose sight of the fact 
that much of the benefit ascribed to these waters of which I 
am speaking comes from the more rigid habits of life with 
regard to diet and exercise, which usually form part of a 
course of treatment at the different apas. Without wishing 
to underrate the indefinable but nevertheless distinct utiHty 
of alkaline waters I ask you not to place the kind of 
reliance on such waters, which leads some practitioners to 
lose sight of the move important therapeutic indications con- 
nected with the revision of the life habits of their patients. 

The other type of waters of which I shall speak is 
exempUfied by the Carlsbad Sprudel, which, as already 
mentioned, contains the 8O4 ions in considerable concentra- 
tion. Owing to the irritant action of the ions on the 
mucous membrane of the digestive tract the Sprudel is a 
powerful cathartic. The cathartic action of the SO4 iona is 
observed in many other aJkaline and eaJine purges, as for 
example in the Piillna water ot Bohemia, the Eriedriehahall 
of Germany, the Huujadi Jdnos of Hungary, the Rubinat 
and Villacabraa of Spain, the Epsom of England, and aome 
of the Saratoga, waters in New York State. The Rubinat 
water is perhaps less disagreeable than the others. All 
theae are concentrated waters and owe their cathartic action 
in part to the fact that they are so strongly hyperisotonie as 
to abstract water from the blood. There are two effects of 
repeated purgation on which the therapeutic results of these 
varioua ' bitter waters ' chiefly depend. One is that peraons 
who habitually eat freely are relieved by the saline cathartic 
from the absorption of an excessive amount of food material. 
The other consists in the removal of many products ot 
excessive putrefaction in the intestine. The drawback to 
the use of such concentrated salts is the risk of setting up 
chronic catarrhal gastritis and enteritis, with the conse- 
quent impairmout of the process of absorption. This 
diminished power of absorption often leads to serious 
impairment of nutrition, I therefore caution you in refer- 
ence to the frequent use of strong aaline cathartics : if you 
do not prescribe them with judgment they will do more 
harm than good. I have records of a number ot patients in 
whom a chronic gastritis has appeared to be a oonseqaenoe 
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. ( tiiB habitual use of Baits for lEtsative effects, aud I have 
' &0S learned to prefer other cathartics. Some persoas, 
however, use them with appai-ent benefit for years. The 
occasional use of laxative salts is ordinarily unobjectionable 
if the solution be employed in moderate concentration ; but 
even then it may exaggerate existing gastritis. 
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implication of the epithelial oellB. HCl is only seoiefted when 
NaOl is in the stomach. Now this NaCI is in purt dissooiated 
into the ions Na and CI. Similarly in the blood the TLfl is in 
part dissociated into H and OH ions. The gastric wall is 
impervious to Gl ions but not to Na ions, which pass into the 
blood, while the H ions in the blood pass in the opposite direc- 
tion to the stomach, where they unite with 01 ions to form HCl. 
It is to be noted in connection with this ingenious idea that the 
dissociation of Kfi into its ions is infinitesimaUy small. 
Further a most important objection to this idea is that 
stimulation of the vagi causes free secretion of HCl, even when 
the stomach contains no NaCl, or indeed no food material of 
any kind. 
Students interested in the biological significance of the inorganic 
salts should read the important original papers of Jacques Loeb 
relatmg to this subject. Many of these papers are published 
in recent numbers of the * American Journal of Physiology.' 




THE mON OF THE FOOD AND ITS PATE IN THE . 

AlCOHOL.— THE OKSAKIO AOma OP THE FOOD. — TEA AND 
COFFEE 

Wide distribution of iron in food-attiffs — Organic and inorganio iron — 
Abftorplion of iion— Caorse after absorption— Income &ad outgo ot 
iron — Emretion bf the intestinal epitheuam — Bunga'a bypothesis of 
iron abaarptioa — Objectiona — HiEmoglobin as a soui'ae ot food-iron 
— Conversion of iron into hemoglobin—ObBerrationB of Gaole — 
Alcohol— EitremeB of opinion re^irding its action— Pood Talne of 
oloohol — Oxidation and decomposition within the organism — 
Caloric field — Intake of oxjgeu and output ot caibou dioxide under 
influence ot alcohol— Alcohol as a aavei of fats and carbohydrates ; 
as a Bayer ol proteid —Technical diffionltiea— Alcohol a3 a ' proto- 
plaimic poison ' — Influence ot alcohol on the nervous system ; on 
enseeptitnlit; to infection ; on the heart and respiration — Effecta of 
alcohol on digestion— Struotoral alterations induced by alcohol — 
Direct Bfition of alcohol — Important eSects of alcohol secondary to 
gastritiB- Toxic action on the germ- plasm— Efleots of habitual uaa 
of alcohol in small amount— Therapeutic uses ot alcohol — Varieties 
ot alcoholic dnnks— The organic aoide of the food : their oxidation 
in the organiam— Tea and coEFee : composition and physiological 
eff eats— Detrimental effects— Lack of food value. 

In previous talks I have trietl to bring to your Dotice some 
of the leading facts in reference to the chief types of food- 
atn£fs. To-day I shall tell you something about several 
important materials that form a ^art of the food or drink, 
and which require some consideration by themselves. 

Probably you are already aware that the food of man, 
like the food of all mammals, contains a small percentage of 
iron, an element absolutely essential to the mainteoanoe of 
life, not merely in aDimaLs but also in plants. This iron is 
present in most kinds of animal and vegetable food, since the 
nuclei of all cells probably contain it in small amount. The 
quantity of iron in different articles of food varies consider- 
ably, though it is in aU cases small. For instance, tJie 
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muscular aubatiLnoe of anima.l9 which we use as meat con- 
tains less iron than the livers from the same animals. Mill; 
contains only a very low percentage of iron — a fact which 
has led some writers to condemn its excluBive use daring 
infancy. The yolka ot the (owls' eggs, so extensively used 
as food, contain a considerable percentage of iron, enough 
indeed to meet the demands of the growing chick. A certain 
amount of iron is present as hiemoglobin in the hlood, which 
we consume in small amounts with the animal tissues served 
on our tables. Iron from this Bouree has been considered to 
have no influence on nutrition, but the most recent observa- 
tions bearing on this point indicate that this is an untenable 
view. 

The cereals which wa consume as bread, and in the form 
of porridge, contain iron in sufficient amount to constitute 
an important source of the metal. Wheat bran is said to be 
especially rich in its iron content. Spinach also contains 
more than the average quantity found in vegetable foods. 

The iron of our food occurs in organic combination in 
union with proteid material. The iron which we prescribe 
for medicinal purposes is sometimes in the organic form, 
but more often it is in the inorganic state. Very htely you 
have a clear notion of the difference between organic and 
inorganic iron, but in case yon have not, let me briefly 
explain this difference, Inorganic iron or iron in the form of 
ordinary salts undergoes electrolytic dissociation, and owing 
to this lact is capable of reacting with ammonium sulphide 
to form a black precipitate of ammonium sulphide, and with 
potassium ferrooyanide and potassium ferrioyanide to make 
the well-known blue compounds of iron. On the other 
hand tests like these fail in the case of organic iron, and it 
has been suggested that this is owing to the iron being 
united directly to the carbon of the compound. Haamo- 
globin and some allied substances are good examples ot 
organic or ' masked ' iron, as I should prefer to call it. 
The acetates, citrates, and other compounds of iron with 
organic acids resemble the chlorides, the sulphate, and other 
salts of inorganic acids. Their u-on undergoes dissociation 
in solution, and is not organic iron in the special sense in 
which I am using the term, though united to organic acids. 
The same is true of albuminates of iron. I do not wish to 
give you the idea that we can make an absolute distinction 
between inorganic Eind organic iron, for there are com- 
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poimdB whose behaviour is auoh tiiat we cannot readily 
class them. 

The compounda of icon iiave been so much used for 
medicinal purposes that considerable attention has been 
devoted to studying their absorption [rom the digestive tract. 
I cannot enter into a prolonged discussion of the various 
theories that have been advanced in this connection, but will 
undertake to tell you something of the present status of the 
question of iron absorption. 

It has now been proved experimentally that iron under- 
goes absorption and fallows the same course in the tissues, 
whether it he food-iron in organic form or whether it be 
ordinary iron in the form of salts. It is important for you 
to remember that this conclusion has been reached, because 
the view that inorganic iron fails to be absorbed has been 
stoutly advocated. In what form iron is absorbed we do 
not mow positively, but such evidence as we have in 
relation to this point favours the view that almost all 
preparations of u'on are at least partly converted into 
chlorides by the action of the gastric juice, to be absorbed as 
such, or after further conversion into albuminates. It is 
thought that the absorption of iron takes place chiefly from 
one paort of the digestive tract, namely, the duodenmn. The 
basis for this view is that if we kill animals which have been 
fed with preparations of iron and then examine the mucous 
membrane ol the stomach by means of appropriate methods 
the epithelial cells of the duodenum are found to contain 
numerous granules of iron, whereas the epithelia of the 
stomach and the greater part of the small intestine do not 
show the presence of such granules. Some investigators, 
however, have observed indications of shght absorption from 
the stomach and jejunum as well as from the duodenum. 

By means of methods similar to those that have been 
employed in studying the absorption of ii'on it has been 
possible to follow with some degree of accuracy the course 
which iron takes after absorption. It has been shown that 
soon after administering componnds of iron the grannies 
JQSt mentioned as appearing in the cells of the duodeuum 
appear in the lymph nodes of the mesentery, are present in 
abundance in the spleen, and are found in lesser numbers in 
the liver and in the cortex of the kidney. If the tissues of 
an experimental animal be examined several days after 
giving iron, instead of more promptly, the distribution of the 
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granuleB is aomewhat different. The ohemioal reactions 
mdicating iron are less intense in tiie duodencm, spleen, and 
mesenteric nodes, whereas they are muoh stronger in the 
cells of the liver ; and the epithelial cells ot the large intestine 
and otecum now indicate the presence of the metal. The 
meaning given to this distribution of the metal in the tissues 
is that after absorption from the duodenum it passes through 
the lymph channels to the blood, and is deposited first m 
the Baleen, and that later it passes by way of the blood bo 
the hver, where it is tenaporarily stored to be eventually 
removed by the blood and excreted by way of the epithelial 
cells of the colon and caecum. One might per imps 
anticipate that the iron deposited in the liver cells would be 
excreted by way of the bile, for it is true that a small 
quantity of iron is always present in this fluid. Experiment, 
however, indicates that iron given by mouth or injected into 
the blood does not increase the ordinary percentage in the 
bile. 

A small quantity of iron sufiBces for the needs of the 
human body. It has been estimated that about 2^ to 
3^ grams (40 to 55 gi-aina) of iron exist in the structures 
of a healthy human adult, a quantity sufficient to make a 
small naii. The greater portion of this moderate possession 
is in the form of the hiemoglobin of the blood. 

The chemical changes and the transfers in the location 
of the tissue iron are slowly effected, and involve only small 
quantities of the metal. It was once supposed that about 
50 milligrams (1 grain) of iron are taken daily with the 
food, but modern investigations show that this estimate is 
much too high. An ordinary dietary contains not more 
than 5 to 10 milligrams (Vs to ^ grain), and this amount 
or even a smaller quantity suffices to keep the iron equi- 
librium undisturbed, that is to say, suffices to keep the 
income equivalent to the outgo. The outgo of iron occurs 
by two channels, the urine and the fseces. Of these two 
excretory paths the latter is far the more important, since 
it is possible to recover from the urine not more than 05 to 
1'5 milligram of iron daily, or about one tenth the total 
amount ot the food-iron. The rest of the food-iron leaves by 
the fteces. 

One might readily be tempted to make inferences as to 
the absorption of iron from the relative quantities of the 
metal in Uie urine and fscee. Such inferences are liable, 
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however, to lead us into eiTor, because it is a well-established 
fact that iron, hket calcium, is excreted by way oF the 
intestinal epithelium, and this, of course, makes it possible 
that some of the iron in the stools may have been absorbed 
and excreted again. The failure to recognise this fact is 
responsible for some serious errors in reference to the 
absorption of iron, and is one of the things that led Bunge 
astray in formulating this well-known theory. This ingenious 
theory of iron absorption has been ao widely discussed, is 
so plausible, and has so greatly stimulated investigation, that 
I cannot properly omit a short reference to it. 

Barely stated the hypothesis of Bunge is that ordinarily 
the body continually loses a small amount of iron by the 
escreta, and thait this small but ateady loss is compensated 
by the iron contained in the food. This iron is in the 
organic form, that is to say, combined, as I have already 
explained to you, in such a manner that it does not readily 
react with sulphur compounds to form sulphides. In health 
the iron of the food replaces that lost by excretion, but in 
states of antemia, such as chlorosis, large amounts of sul- 
phides are suppoaed to ba present, and these lead to a 
decomposition of the organic iron, which allows this iron to 
combine with the sulphides to form ferric sulphide. Bat 
ferric sulphide is insoluble, and honce cannot be absorbed. 
Thus the organism grows poorer and poorer in iron. 

If under these circumstances inorganic preparations of 
iron be given^ferric chloride or sulphate for instance— they 
form sulphides, and thus save the organic food iron from 
decomposition, Therefore the food iron is absorbed and 
□tilised as in health, and the aniomia improves. 

Tou perceive that according to this hypothesis the 
inorganic iron does not act after being absorbed, but merely 
by replacing the food-iron that is attacked, and thus putting 
a check on this harmful diversion of the necessary metal. 
Bunge and others even went so far as to deny that inorganic 
iron is ever absorbed by normal epithelial cells, and stated 
that even if abeorption occurred to a slight extent throngh 
injured epithelia the inorganic iron would still be useless, 
because the animal body is incapable of performing the 
elaborate synthesis into hiemoglobiu. 

One of the most important contentions in favour of the 
Bunge hypothesis was that inorganic iron administered by 
the mouth is not followed by an increase of the iron in the 
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urine. The aosumptioa was made that if any of this iron 
werfl absorbed it would surely appear in the urine in the 
couisQ of time, But this assumption has proved to be 
wholly eiToneons. It is now well settled that when a salt of 
iron, such as the double tartrate, ia injected directly into the 
circulation the iron soon disappears from the blood, to be 
stored up in the Kver and spleen. Only a very email percent- 
age of the iron reappears in the urine, even where consider- 
able quantities are thus directly introduced into the blood. 
It is m fact clear that considerable iron may be introduced 
into the organism, either by dh-ect injection or by absorption 
from the intestine, without any signiflcant increase in the 
iron content of the urine. Thus you see that Bunge was led 
into eerioua error by this inference that the iron of the mine 
is a reliable index to the absorption that occurs from the 
intestine. He overlooked the considerable accumulation of 
iron that may occur in the Over, spleen, and elsewhere. 

There are other serious objections to the hypothesis of 
Bunge which I ought at least to mention, notwithstanding 
the fact that this investigator has modified his original views 
in several respects. In the hrst place it is clear that if the 
common inorganic preparations of iron acted only indirectly 
through the power to bind the sulphur in the sulphide of the 
intestinal contents, other metaUic salts would act quite as 
eCBoiently in the cure of anaemias. But this they fail to do. 
Then, again, it has been shown that iron injected hypo- 
dermically instead of by mouth is capable of exerting the 
well-known effect in bringing about an increase in the 
hiemoglobin of the blood in ohlorosisi Moreover, iron loses 
none of this therapeutic influence when we give it as a sul- 
phide. Lastly there is the crowning fact already mentioned 
that experiment proves the ordinary inorganic salts of iron 
to undergo absorption from the gastro-enteric tract. 

I refen-ed a short time ago to the view that haemo- 
globin is useless as a source of food-iron. This view 
was based on the tact that hemoglobin, whether con- 
tained in the blood or in the crystalline form, is readily 
converted into hsematin, a body which is behoved to be 
absorbed from the intestine only to a very hmited extent. 
The experiments of Abderhalden upon the absorption of 
iron in rats show that tho administration of heemoglobin 
or of hffimatin with the food is regularly followed by an 
'"" ' 1 the hffimoglobin of the blood, which can only 
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be explained on the suppoBition tliQ,b the iron of these sub- 
Btancea is to a oonaiderable extent absorbed. We are there- 
fore not justified in assuming that the iron of htemoglobiu 
and hsamatin has no nutritive value. It must, however, be 
owned that the status of these bodies as iron-holding and 
blood-forming ingi-edients of the food cannot be regarded as 
settled for the human subject. 

The experiments to which I have just referred showed 
one noteworthy difference between the action of inorganic 
iron and iron combined in hiemoglobin ; while the former 
appeared to stimulate the growth of the organism, the latter 
failed to do BO. 

The formation of hjematin from htemoglobiu may occur 
either in the stomach or in the intestine. Even moderate 
quantities of hiematiu impart a dark-brown colour to the 
stools. This is the explanation of the tar-coloui'ed fieoea 
observed where there has been a hsemorrhage into the diges- 
tive ti-act. The fteeea may be considerably daikened even in 
consequence of a diet rich in blood-holding meat. 

At the present time we know almost nothing of the 
chemical changes undergone by iron after its absorption in 
conditions of health ; it is therefore not surprising that we 
should be equally ignorant of the nature of tne transforma- 
tions through which iron passes under pathological states. 
That some portion of the food-iroa becomes converted into 
hemoglobin is almost self-evident, but the processes attending 
this conversion are still most obscure. 

The observations of Gaule show that the ii-on-free lymph 
in the thoracic duct in rabbits can be altered to an iron-hold- 
ing lymph by the administration of a very weak solution of 
iron chloride by the stomach. The iron in the lymph of the 
thoracic duct is not, however, ferric chloride, nor indeed 
I ioorganic iron, but exists as an organic combination, pro- 
I bably as an albuminate. That the organism is capable of 
I ^fecting the synthesis of this iron into biemoglohin is indi- 
cated by a prompt increase in the hemoglobin content of the 
j blood, whi(3i ia followed after a short period by an increase 
J in the nomber of red blood cells. Apparently the spleen, 
I the bone marrow, and the hver are especially concexned with 
the synthesis of liEBmoglobin, but we are quite in the dark as 
to the character of the synthetic steps. 

We know nothing of the chemical state of the iron in the 
cells of the liver and spleen and in the cells generally. 
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There is good reason to believe, as I mentioned to you in 
speaking of the chemical defences of the organism, that iron 
exists in the tissues in at least two different stages of oxida^ 
tioo, a higher and a lower, and that the all-important capa- 
city of iron salts to facilitate the transfer of oxygen to living 
protoplasm is closely connected with alternate oxidations 
and reductions in these iron compounds. Where there is an 
excessive amoimt of iron in the organism, as after the 
administration of large doses, the iron stored in the cells may 
exist either in the same form or forms as under normal con- 
ditions or in some unusual chemical combination. In what 
form the iron of the urine exists is entirely unknown. In 
pathological conditions attended by a rapid and considerable 
destruction of blood tha heBmoglobin undergoes changes 
which lead to a considerable deposit of its iron in the various 
tissues, especially the cells of the liver and spleen. This iron 
is present m the form of a granular pigment, and ia recognis- 
able by means of appropriate micro -chemical reactions, but 
the precise nature of the compound is not known. This 
iron- containing pigment is called 'hemosiderin.' In the 
peculiar condition of disease known as general heema- 
ehromatosis this iron-holding pigment is very widely distri- 
buted in the body, and is present in enormous amounts. 
Doubtless the excessive destruction of blood ia essential to 
effect fiuch depositions of iron, but it is clear that other 
factors of unknown character must also be in operation, since 
only a much more moderate deposition is occasioned by the 
most active blood destruction observed in states like per- 
nicious ansemia or in poisoning by blood-destroying drugs 
like toluylendiamin. 

But it is not my desire to discuss the relations of iron to 
pathological conditions. It is my intention to apeak of this 
subject in connection with what I have to tell you about the 
chemical pathology of the blood. Nor is it my wish to con- 
sider now the action and uses of iron as a therapeutio t^enk 
I have aimed particularly to acquaint you with some of the 
facts relative to the food-iron. The points which I vrish Jon 
especially to bear in mind are the following : — 

1. Iron is essential to the maintenance of animal life. 
3. A mixed diet contains the necessary amount of iron. 

3. The food-iron is masked or organic iron. 

4. Both organic and inorganic iron undergoes absorptaoo 
chiefly through the duodenum. 
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^HP 5, The iron a^beorbed is deposited largely in the lymph 
^^TRjdes, the Hpleen, and the liver. 

6. Iron is excreted both by the urine and fteces, but 
chiefly by wa.y of the latter, 

7. The quantity of iron excreted by the urine and tsBcea 
gives us no reliable indications of the quantity of iron that 
has been absorbed, because some of the metal that has been 
absorbed is re-excreted by way of the colon. 

8. Both the food-iron and the inorganic iron used in 
therapeutics are convertible into hsemoglobin by the 
orgamem. 

Iron is probably not the only heavy metal that enters 
into the composition of the food, for copper and manganase 
are fo&nd in small amounts in the human tissues or fluida, 
and are doubtless introduced with . the food. But these 
metals, unlike iron, do not form an integral part of the 
proteid molecule, and are not essential to life. 

Another element vrhich probably enters into the food in 
very small amounts is iodine. Recent studies of the secre- 
tion of the thyroid gland show that iodine is one of the 
constituents of this secretion, and there is good reason for 
believing that the metal plays an important rdle in connec- 
tion with metabohe processes. I shall, however, reserve 
this topic until we take up the study of the thyroid secre- 

The rest of the hour I shall devote to the consideration 
of a subject that is of the highest interest to you, both as 
students of patholo^ and as students of social science. You 
will doubtless surmise that I refer to alcohol. Pew material 
things have received more praise or greater condemnation. 
The bon vivant praises without stint the favourite vintage in 
his wine cellar, and the world contains many people who 
are convinced that a drink of whisky two or three times a 
day or a bottle of wine at meala is essential to the main- 
tenance of sound health. On the other hand, the teetotalers 
tell ns that alcohol is a poison which should not be drunk in 
any form, and some of the more enterprising and partisan of 
these people have actually succeeded m bringing about the 
use of test-books of physiology in the pubho schools in 
which the teachings of science are distorted to meet their 
own extreme and unscientific views. 
^^ It is perhaps not surprising that the views of laymen 
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shotild be thus divided on a subject which, like the use of 
alcohol, involves the unbiassed recognition of many physio- 
logical conditions. But we find, unfortunately eoough, 
that even among intelligent practitioners of medicine and 
among physiologiata widely divergent views are held in 
reference to both the action ot alcohol and the advisability 
of using it as an ingredient of oar drink. The extremists 
among the learned, like the extremists of the laity, are 
divided into two opposite camps, one of which insists that 
alcohol is a food, while the other ia equaUy positive that 
alcohol is a poison and nothing else. It is so Important 
that you should have accurate and unbiassed ideas on this 
subject that I shall try to lay before you the results which 
have been reached by unprejudiced workers on this special 
problem, although it is proper to say at the outset that there 
are many points connected with the alcohol question which 
have not yet received autBcient study to justify positive con- 
clusions. Moreover it will not be posssible for me to enter 
into full details as to the experimental data on which ai-e 
based some of the statements which I shall make. 

It seems to me best that we should first discuss alcohol 
as a food, then its action upon the nervous system and the 
digestive organs, and next its influence in the production of 
pathological conditions. 

That the value of alcohol as a food should have lieen 
widely debated is not in the least surpiising when we con- 
sider first the extensive consumption of alcohoUc drinks ; 
and secondly the technical difBculties incidental to inquiries 
relating to food values. It is important for us to know 
whether the alcoholic drinks which we use so freely in 
health possess a food value, and if so how great is this value. 
It is also important for us as physicians to know whether 
the alcohol which we give in the course of many acute and 
chronic diseases is merely a temporary stimulant to the 
nervous system, or whether it has also a distinct nutritive 
value. 

In order to prove that any material possesses actual 
nutritive properties there are two questions which must be 
answered in the affirmative. One is, Do the cells of the 
body decompose and oxidise the substance under considera- 
tion with & liberation of the potential energy belonging to 
the compound ? Ton will readily imderstand the importance 
oi this question when you reflect that many substances pass 
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rough the orgftnism without being decomposed, and hence 

rtthout liberating energy. 

Having shown that the body under consideration is 

actually capable of being decomposed and oxidised in tht 
organism with a liberation of energy, we have to pat the 

second question : Is the body under trial decomposed in 
auch a way and under such conditions as to enable the 
organism to utilise the energy that is liberated ? You can 

readily see that if decomposition took place completely or 
partially in the intestinal tract the energy yielded would be 
entirely or partially lost to the organism. Similarly it is 
conceivable that the decomposition might occur after absorp- 
tion from the intestine without being so utilised as to replace 
other elements of the food or constituents of the tissues. 
But it is evident that the real food value of any compound 
depends on its ability to replace other food like the fata and 
carbohydrates, and like them spare the proteids of the 
tissues from combustion. 

Not very long ago opinions were divided as to whether 
alcohol is largely decomposed and oxidised in the body, 
many writers maintaining that it passes through the body to 
a considerable extent unaltered. This contention has now 
been definitely abandoned, for it has been proved that the 
proportion of alcohol which leaves the body is extremely 
small. The small percentage of unburned alcohol in the 
exhalation and urine varies somewhat according to the 
conditions of the experiment, but probably seldom exceeds 
2 or 3 per cent, of the amount introduced, and is often not 
more than 1 per cent, even where the dose equals 100 grams 
of alcohol daily. By far the greater portion of the alcohol 
is oxidised into water and carbon dioxide. 

It is easy to show that when a moderate quantity of 
alcohol is burned in the body to water and carbon dioxide 
there is a simultaneous liberation of a considerable amount 
of chemical energy. This is expressed by saying that 
alcohol has a high caloric value. Tou will remember 
that I told you one gram of proteid and one gram 
of carbohydrate material each yield i'l large calories, 
whereas one gram of fat yields 9'3 large calories. _ Now 
one gram of alcohol on being burned either outside or 
inside the animal body yields seven large calories or con- 
giderably more than one gram of proteid or carbohydrate, 
though not 80 much aa one gram of fat. Therefore 100 grama 
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of alcohol (a little more than three ounces) yields in 
the organism 700 calories if wholly burned. Estimating 
the total calorie needs of an adult of average weight at 
2,800 calories in twenty-four hours, we see that 100 grams 
of alcohol would supply a quarter of the total requirement 
for a day. 

We come now to the second question : Is alcohol utilised 
in such a mariner in the human body as to save the other 
elements of the food or the tissues of the body from being 
burned, or are tlie food-stuffs and the tissues of the body 
burned to meet the caloric requirements, just as though do 
alcohol were given ? 

The answer to this question can only be obtained by 
studying the end-produeta of metabohsm under the influence 
of alcohol and without this influence, You know from your 
studies of physiology that the intake of oxygen by the lungs 
and the output of carbon dioxide give us an index of the 
intensity of metabolism. If now we know the oxygen intake 
and the outgo of carbon dioxide in an individual on a knovm 
diet, we can find out how the metabolic processes are affected 
by the use of alcohol when a given quantity of alcohol is 
added to the known diet. If the combustion of the tissues 
and ordinary food goes on just as actively when the alcohol 
is given as when it is not given, the metabolism of the body 
must be increased in proportion to the alcohol administered 
and burned. But if, on the contrary, the alcohol adminis- 
tered actually replaces some portion of the food or of the 
tissues, so that they are saved from combustion, then the 
end-products of combustion either will not be increased at 
all or will be increased much less than in the case which I 
have just mentioned. The technical difficulties which sur- 
round an investigation of this sort are so great that there 
have been many conflicting results — results from which it is 
impossible to draw any satdsfactorj' conclusions. The experi- 
ments of Zunz and Geppert, earned out in 1887 with pains- 
taking care, appear to have settled conclusively the question 
to which I have just referred. These observers found that 
the consumption of alcohol neither materially increased the 
intake of oxygen by the lungs nor altered the outgo of carbon 
dioxide. Hence we may say that alcohol does not simply 
undergo combustion in the body without affecting niett^ 
bolisna, because if this were the case the intake of oxygen 
and the outgo of carbon dioxide would be increased. There is 
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no doabt that ivheii alcohol is decomposed and oxidised in 
the body other substaneea belonging either to the food or to 
the tissaes are saved from combustion. This is only another 
way of stating that alcohol has the character of- a nutrient 
material, a proposition which you may look upon as having 
been established. But the propoeition that alcohol has the 
character of a nutrient material does not precisely fix the 
position of alcohol as a food. The question which you will 
naturally ask is, What nutrient materials is alcohol capable 
of replacing? Does alcohol save from combustion the 
carbohydrate B, fats, and proteids, or only carbohydrates and 
fats? 

As you are already aware, we may regard the stored Cat 
of the body as a nearly lifeless mass of material on which 
the organism may in times of need draw extensively for 
caloric pui-poses, or, as we may say, for the pui'pose of 
furnishing heat to the machine, if we employ the somewhat 
abused analogy between the bodily apparatus and the steam- 
engine. On the other hand, the proteid of the body is the 
material of which the living cells are built— material which 
not only yields heat to the machine, but which forms an 
integral part of the engine. If it could be shown that 
alcohol saves fat from combustion, the fact would entitle 
alcohol to a position as a food material ; but if it could be 
shown that alcohol spares proteid from combustion, as does 
fat, its position as & food would be a somewhat higher one, 
and would entitle it to comparison with fatty and carbo- 
hydrate food. This difference between alcohol as a saver of 
fat and alcohol as a saver of proteid is of comparatively 
little importance in states of good nutrition where there is 
vigorous health, and the tendency of the body is to gain 
proteid rather than to lose it. In pathological conditions 
attended by wasting, with continual loss in proteid, this 
difference may assume greater importance, though hardly 
BO great importance as is sometimes attributed to it. 

How are we to decide whether alcohol merely saves fat 
or whether it is also capable of saving proteid ? Such a 
decision can only be reached by means of observation 
involving the most careful comparison between the amount 
of nitrogen taken vrith the food and the amount of nitrogen 
lost by the urine and the fieces. Ton know that if we keep 
a normal person on a general and sufficient diet containing 
the same amounts of the same food constituents from day to 
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day, with a fixed and known amount of nitrogen, it is poB- 
sible to bring tiiB subject of the cxperinient into a state of 
nitcogenoua equilibrium. When in this state of nitrogenous 
equilibrium he escretes by the urine and fteces a quantity of 
nitrogen almost exactly equal to the amount of nitrogen 
which he takes in. The body of a subject in this state 
neither loses nor gains nitrogen. 

Suppose now that we vary the conditions of the experi- 
ment somewhat. Suppose that we add to the regular 
dietary of the subjeot a considerable quantity of fat or of 
carbohydrate food. The subject no longer remains in nitro- 
genous equilibrinni. The quantity of nitrogen excreted 
grows less than under former conditions, although there ia 
no diminution in the nitrogen income. The body holds back 
proteid material which it adds to its cells. In other words, 
the fat or the carbohydrate food, whichever may have been 
used, has acted as a saver of proteid. 

Let us now suppose that the subject of the experiment 
just mentioned is again placed in nitrogenous equilibrium, 
and that instead of increasing the diet by means of fata or 
carbohydrates we add alcohol to the diet. If the alcohol, 
like fats and carbohydrates, saves proteid, there will be a 
retention of proteid in the organism, as shown by a some- 
what diminished excretion of nitrogen. The ability of 
alcohol to save proteid can be tested in another way. 
Having brought the subject into nitrogenous equilibrium a 
certain amount of fat or carbohydrate ia replaced by an 
isodynamic amount of alcohol ; that is, an amount of 
alcohol having a caloric value equal to that of the food 
which the alcohol is designed to replace. If the alcohol 
completely replaced the fats or carbohydrates, the subject 
would lose no nitrogen, but would remain in nitrogenous 
equilibrium. 

Now, in order to obtain really conclusive results by means 
of such experiments as these, it is esBential that the observa- 
tions should be carried on with a high degree of intellieenca 
and with the most conscientious regard to the details of 
technique. Most of the experiments that have been under- 
taken are open to criticism of one sort or another, and the 
number of observations that are without technical error is 
very small — too small, in fact, to enable one to say that the 
position of alcohol as a saver of proteid has been finally 
settled. My interpretation of the modem exp« 
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relative to this question leads me to the following conclusions ; 
First, alcohol is capable of replacing io a. large measure the 
fats &nd carbohydrates of the food. If you give a normal 
adult 100 grams of alcohol in place of an isodyacimic 
amount of fat, the fat is very largely, If not wholly, replaced 
by the alcohoL The Game is true of the replacement of 
carbohydratee. Experiments show that animals receiving 
alcohol lay np more fat than animals receiving the same 
food without the alcohol, and this result accords well with 
the coouuonplace observation that many people who habitu- 
ally use alcoholic drinks with freedom gi'ow fat. 

Id the second place it has not yet been demonstrated 
conclusively that alcohol is capable of completely replacing 
the fats and cai-bohydrales even where only a small portion 
of the dietary is substituted by alcohol. We have not at 
present the data that enable us to say that alcohol saves 
proteid from waste to the same estent tnat fat saves proteid. 
On the other hand, we are not justi&ed in saying positively 
that alcohol never eaves proteid waste, because there are 
isolated experiments which render it not unhkeiy that alcohol 
is mider some conditions a moderate saver oi proteid. It 
Beems clear, however, that the most enthusiastic defenders 
of alcohol as a food are not at present entitled to make the 
general claim that alcohol spares proteid. If we consider 
the most reliable esperiments that have been made, we find 
that the majority have shown alcohol to be incapable of 
sparing proteid from combustion. 

I would discuss more fully this question of the ability of 
alcohol to save proteid if we had ample time at our dlsposaL 
The exteosive literature relating to the subject indicates how 
large a share of attention has been given to determining 
whether alcohol does or does not save proteid. But 
it seems to me that, important as the subject is from a 
physiological standpoint, ite practical significance has been 
considerably exaggerated. Even those persons who are 
most friendly to the use of alcohol as a food do not propose 
to replace wholly or even largely the carbohydrates and the 
fats oy means of alcohol. If we admit, tor the sake of 
argument, that the substitution of a hundred grams 
of alcohol for an iaodynamic amount of fat or sugar is 
regularly followed by a small loss of proteid in a person 

Sreviously in nitrogenous equilibrium, uiis cannot in itself 
B regar^d as an objection to the use of the alcohol in the 
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absence of other objections. The continued loss of nitrogen 
migbt ultimately be detrimental, but the oocurrenee of a 
detrimental loaa can readily be prevented by increasing the 
amount of proteid food. I am strongly of the opinion that 
the practical objections to the use of alcohol have little to do 
with the question whether alcohol can or cannot save pro- 
teid. These objections are based on the injurious effects 
of alcohol on the cells of the digestive tract and on the cells 
of the nervous system. 

A question of considerable interest which arises in con- 
nection with investigations of alcohol as a saver of proteid 
is whether alcohol has the action of a ' protoplasmic poison.' 
In certain experiments of Miura, Stammerich, Keller, and 
others, there was observed a. small loss of nitrogen in a period 
following the administration of alcohol, and this small loss 
has been interpreted to mean that alcohol directly injures 
the cells of the body, and is therefore to be classed with 
chloroform and some other destructive agents as ' proto- 
plasmic poisons.' 

I consider it impossible to decide from the evidence now 
available whether we are justified in speaking of alcohol as 
a protoplasmic poison on the ground of its Increasing nitro- 
gonoua waste. We know sufficiently well the injurioua 
action of alcohol on unicellular orgamsms and on the cells 
of the human body, but it has to be remembered that the 
grade of concentration has much to do with these effects, 
Considerable quantities of alcohol can certainly be taken by 
human beings in a 1 per cent, solution without stniclnirally 
injuring either the epithelial cells of the digestive tract and 
its glands or the cells of the central nervous system. Wb 
know further that raany persons take considerable alcohol 
during long periods of time without apparently losing nitrogen. 

On the whole it seeias probable that the injury which 
alcohol inflicts on cells depends very largely on the quantity 
and concentration of the alcohoho drink. I do not consider 
it proven that a moderate use of alcohol necessarily causes 
a loss of nitrogen from injury to protoplasm. Neither is it 
clear that alcohol causes an increased output of mtrogan 
even in oases where it certainly does injury to the e^theual 
cells of the stomach, to the cells of the hver,-&o. Further 
studies are necessary to determine under what conditions, if 
any, alcohol is a ' protoplasmic poison ' in the special sense, 

It is thus an undeniable fact that aloohol poeaeesesH 
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distmct food value baaed on its ability to replaoe fata and 
carbohydrate 8, and, as I shall explain to you later, this food 
value may sometimes be advantageously utilised in the 
treatment of disease. But I beg you not to draw the 
inference that the food value of alcohol justifies its frequent 
or general use as a drink. The tnith is that wiiile alcohol 
must technically be regarded as a food there are physiolo- 
gical and pathological obstacles to its use wblch are of the 
first importance. These obstacles consist of a series of 
vfell-defined effects which alcohol exerts upon the different 
cells of the organism. I shall show you when we come to 
the pathological action of alcohol that these effects go a long 
way towards neutralising any practical value which alcohol 
may possess as a food-stuff for habitual use. 

The action of alcohol on the nervous system in moderate 
doses varies somewhat according to individual suscepti- 
bility. In most persons there ia at first a sense of 
exhilaration and of well-being, ^vhioh is usually followed 
by a stage of exeitement. In this stage of excitement the 
subject is characteristically loquacious and exhibits various 
evidences of a loss of self-control which vary a good deal 
according to the individual disposition. If the dose of alcohol 
be sufficiently large the speech becomes diffictdt, and the 
gait has the staggering character which makes the nature of 
the intoxication apparent even to the casual looker-on. 

Still larger quantities of alcohol give rise to deep steep 
followed by unconsciousness, with loss of the knee-jerks and 
certain other reflesea. The unconsciousness induced by 
alcohol resembles that of chloroform antesthesia, but ia of 
longer duration, and frequently terminates fatally from 
failure of respiration. 

There are two entirely diatinct views as to the action of 
alcohol on the nervous system. According to one of these 
alcohol first stimulates and later depresses the nerve-cells. 
According to the other, alcohol really never stimulates the 
nerve-ceUa, but depresses them from the very beginning. 
According to this view the symptoms of excitement whiidi 
we notice after a considerable quantity of alcohol has been 
taken are due, not to an actual stimulation of the motor 
nearons of the nervous system, but to a depression ot those 
higher centres which normally exert a restraining influence 
an the motor structursB of the brain and spinal cord. It is 
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appears to have much in its favour, especially the tact that 
even Bmall doses of alcohol lessee the activity of the 
highest functions of the brain and benumb especially those 
functions which have been slowly acquired thi'ough experi- 
ence and education. The briUiancy of speech sometijnes 
noted in persons under the influence of alcohol can pro- 
bably he explained on the ground that the speaker loses his 
habitual reserve and the consciousness of his own limita- 

Tho indications of the depressing effect of alcohol are 
veiy numerous. It is well recognised now that troops do 
more sustained work without alcohol than with its use. It 
is true that the most carefully conducted experiments show 
that moderate doses of alcohol at hrst increase the workLng 
oapaoiby of the muscles, but this primary increase is followed 
by a well-marked depression in worldng power. Thus the 
effect of alcohol is to render the output of work uneven, 
which ia an undesirable thing where we wish sustained 
effort. The initial increase in musculai' power is associated 
with an increased exoitabihty of the peripheral motor 
nervous mechanism, but it is unknown whether there ia a 
similar increased excitability of the central nervous system. 

The depressing effect of alcohol has also been noted in 
forms of labour involving a high grade of intelligence and 
accuracy in the use of the muscles. Thus type setters were 
found to make fewer errors and to do more work when they 
abstained from alcohol. 

It is exceedingly difficult to measm'a with accuracy the 
effect of alcohol on intellectual work, but Kraepelin, a very 
careful observer, found that the receptive and intellectual 
powers were weakened even by small doses of alcohol, while 
the motor activities were somewhat increased by atnall 
quantities and depressed by larger amounts. liraepelin 
reaches the conclusion that even small amounts of alcohol 
do not actually increase the capacity for either intellectual 
or muscular exertion, and the most intelligently conducted 
investigations give support to this view. 

It is therefore evident that you are not justified ia 
recommending the use of alcohol as a beverage with tbe 
expectation of increasing the capacity either for mental 
for mechanical work. 

Among the depressing effects of alcohol we may probaMy 
place its aotion upon the sense of fatigue. The feeling ' 
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fatigue which develops aiter arduous exercise is conservative 
in its eSect of restraining people from excessive and perhaps 
injiirious effort. Alcohol unquestionably bennmbs the sense 
of fatigue, and by removing this conservative regulatory 
influence renders persons more hable to extravagant and 
harmful espenditiu-es of energy. 

One of the most important effects of alcohol has to do 
with the Busceptibihty to infection. It has now been clearly 
shown that the susceptibility of animals to experimental 
infections is distinctly and often greatly increased through 
treatment vrith alcohol. This is true both of intoxication 
with a few large doses and of the long- continued treatment 
with numerous small doses. There can be httle doubt that 
the susoeptibilty of the human animal to various infectious 
diseases is increased by the habitual immoderate use of 
alcohol ; but whether this is true also of the habitual use of 
alcoholic drinks in very small amounts must be regarded 
as uncertain. The extreme opponents to the therapeutic 
use of alcohol are disposed to argue that alcohol is 
objectionable in fevers because it tends to increase the 
susceptibility to the infectious agents on which fever 
commonly depends. I question, however, whether this 
contention has any force, since there is no evidence that 
alcohol in therapeutic doses increases the danger of an 
infection already established. I would not advise you to 
refrain, on the gi-oimd of this contention, from the moderate 
use of alcohol in fever, where you desire to utiUse its 
property of protecting the body against an excessive loss of 
fat, or where you wish its stimulating effect upon tlie 
secretion of gastric juice. 

The effects of alcohol on the respiration and circulation 
are but imperfectly understood, though they have been much 
studied. When a considerable dose of alcohol has been 
taken there is usually a period in which the respirations and 
the cardiac pulsations are increased in number. Aa these 
accelerations are observed during the stage of excitement in 
which there is increased muscular activity, it is by no means 
always clear whether the increase in pulse and respiration is 
due to a direct action on the medullary centres, or whether 
it is merely the ordinary accompaniment of increased 
muscular exertion and the mental excitement that attends the 
use of alcohol. Although numerous expRriments have been 

^a to determine these points, we are still unable to say 
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positively that aloohol regularly increases the excitability of 
the respiratory and cardiac centres. On the other hand, 
there is no satisfactory evidence of an early depressive 
action on these centres in the case of man. 

Individuals differ much in respect to these apparently 
exciting or depressing effects of alcohol. Some of the 
advocates of alcohol as a cardiac tonic claim that while the 
drug may not always increase the rapidity of the heart, 
it may increase its force. On this point it is difficult to 
pass judgment. My experience in the observation of the 
effects of small doses ol alcohol on the heart in normal 
persons makes me think that such doses usually increase 
temporarily the work done by the heart. 1 have many 
times observed an increase in the frequency of the pulse 
following a small dose of alcohol, even when there was no 
increase in general muscular activity. I have also observed 
an increase in the force of the heart's action as measured by 
the effect on the heart-sounds. For these reasons I favour 
a moderate use of alcohol as a cardiac stimulant in some 
conditions of disease such as pneumonia. It is important 
not to overdo the matter of stimulation with alcohol, as is so 
often done in fevers. 

The fact that experiments on dogs have shown the rapid 
intravenous injection of considerable doses of alcohol to be 
followed from the first by weakening of the efSciency of the 
heart should not prejudice ua against its moderate use in 
febrile and other conditions, where mild cardiac stimulation 
is desired. 

There is one other effect of alcohol on the nervous 
system to which I must refer. This is the dilatation of the 
blood-vessels of the skin. In consequence of this widening 
of the caJibrc of the small vessels the skin is fi.ushed and 
the subject has an agreeable sensation of warmth, which, 
however, lasts only a short time. Another conaequenea of 
the vascular dilatation is a shght fall in the temperature of the 
blood of the internal organs, a fall seldom amounting to 
more than 0°'5 or 1° C. unless the dose be large enougn to 
bring on a state of intoxication. If the subject use his miiscles 
freely, this slight depression of temperature does not occur. 
The general blood pressure is not lessened by small amounts 
of alcohol, 

We do not know the cause of the widening of the 
capillaries of the skin — whether it be of central or peripheral 
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origin, or ■whether it depends on stimulation of the vaso- 
motor centres or on paraJyais of the vaso-contractors. 

I wish now to tell yon something of the effects of nJoohol 
upon digestion. 

When alcohol is taken into a healthy human stomach, 
even in ^ute solution, it probably acts as a stimulant to 
the activity of the epithelia and leads to a more active 
circulation in the capillaries of the stomach wall. I speak 
of these effects aa being probable because they have not 
been actually demonstrated in the case of the human 
stomach. AU we can say is that experiments on animals 
show that there is a flushing of the mucous membrane with 
a more rapid secretion of gastric juice after the ingestion 
of alcohol, and that the more abundant secretion shows an 
increase both in acidity and in solid contents. It is true 
that experiments have been made on the human subject, 
but these show such contradictory results as regards the 
influence of alcohol on gastric digestion that we cannot 
safely draw any general inferences from them. Besides 
these observations on lower anim&ls and on man there have 
been some test-tube studies of alcohol on the digestive 
(emoenta. The presence of very small quantities of alcohol 
either has no perceptible effect on the action of the gastric 
ferments in vitro or slightly increases their peptoniaing 
action. When the percentage of alcohol is incrdased to 
between 5 and 10 per cent., both the gastric and pancreatic 
ferments are much retarded in their action, the pancreatic 
secretion being prejudicially affected by smaller percentages 
ihan the gastric juice. The experimental evidence thu.s 
being so meagre, it is necessary for us to rely largely on the 
results of clinical experience in trying to form an opinion of 
the influence of dilute solution of alcohol on normal human 
digestion. The cUnical evidence on this point seems to me 
to narmonise with the few experimental reaulta to which I 
have just referred ; that is to say, they indicate that persons 
with normal digestion and sound health can take alcohol In 
the sUght concentration in which it occurs in kumysa, 
matzoon, and weak beer without appreciable effecta on the 
rapidity of digestion and the efficacy of the peptic ferment, 
or with a shght increase in the rapidity of digestion. The 
element of quantity is, however, of equal importance with 
that of percentage, and it seems probable that considerable 
amounts of alcohol, even in a dilution not exceeding 3 or 
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4 per cent., UBually esert s, retarding effect on digestioTi, 
especially where the use of weak alcohoUc beverages is long 
continued. Bnt there ia certainly great variatioa among 
individuals with reference to the action of weak alcoholle 
drinks, and it is hardly possible without special investiga- 
tion to form an opinion as to whether alcohol ret&rda 
digestion in particular instances. 

In cases where stronger alcoholic drinks are used 
habitually we see great differences in the results to the 
stomach according to difference in the individual tolerance, 
the concentration and quantity of the drinks used, and the 
duration of the practice. Some persons regularly drink aX 
their meals wines containing as much as 8 or 10 or 12 per 
cent, of alcohol during many years without any oliaieal 
evidences of an impaired gasfric or intestinal digeation. 
Probably gastric digestion is actually somewhat slowed in 
these oases, and there may doubtless be a distinct impairment 
both in gastric and intestinal digestion which during many 
years gives rise to no definite symptoms. Do not there- 
fore assume because a person regularly takes a pint or two 
of claret or a similar wine during many years without 
apparent disorders of digestion that the alcohol cannot 
possibly be doing harm. It seems to me likely that in many 
of these cases of apparently harmless and moderate drinking 
of wine the way is being paved for a chronic gastritis which 
often seems of mysterious origin to both the patient and his 
physician. Another class of moderate wine-drinkers soon 
find that their daily allowance of wine ia doing them harm, 
and sooner or later abandon the habit. Usually it is the 
signs of gastritis which lead them to give up the drinking 
of wine. You may perhaps ask if it is clear that the 
gastritio symptoms are really due to the alcohol and not to 
the presence of other subatances present in the wine, snob as 
organic acids, higher alcohol, &a. What evidence we hava 
on this point indicates that it is to the alcohol chiefly that 
the g&stritic symptoms are due ; hut it cannot be denied that 
other constituents of wines and hquors are capable of 
interfering somewhat with digestion. 

When we come to consider the effects of the habitual UH 
of considerable doses of alcohol in the form of whisky, 
brandy, gin, &c., we find that there are very few persons who 
do not sooner or later exhibit definite evidences of patho- 
logical consequences referable to alcohol. " 
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freqnently drink to the point of esfaibiting the mental 
eTidences of intosfcation probably suffer more serious conse- 
qnences than those who never indulge to the point of intoxi- 
cation ; hut since the snsoeptibility to these mental effects 
varies enormously in different individuals we cannot use the 
ordinary signs of intoxication as a wholly reJiable measure 
of the effects of alcohol on the organism at large. It ie well 
recognised that maoy persona who take large amounts of 
whisky without ever becoming drunk suffer more harm than 
persons who are more susceptible to the mental effects and 
therefore consume less alcohol, although they become frankly 
intoxicated from time to time. 

The structmral changes that are set up by alcohol in 
exoesaive drinkers are chiefly connected with the digestive 
tract, including its hepatic appendage, and with the central 
nervous system. The effects of alcohol on the structure of 
the digestive apparatus are of the first importance, although 
I can here only refer to them without undertaking their 
deacription. Since alcohol acts as a powerful local irritant, 
it is not singular that its first effects are eserted largely upon 
the mucous membrane of the stomach. The characterof the 
gastritis which is thus set up differs somewhat according to 
the quantity and concentration of the alcohol and the dura- 
tion of the excessive indulgences. The gastritis may have 
the character of an acute gastritis with much desquamation 
of epithelium, intense congestion, and perhaps some super- 
ficial ulceration, or it may have the features of a chronic 
process with atrophy of the mucous membrane and irregular 
patches of moderate congestion. Some experiments made 
several years ago convinced me of the readiness with which 
either acute or chronic gastritis can be induced in pigs by 
means of not very large doses of 30 or 40 per cent, alcohol. 
I observed that the congestion and the damage to the epi- 
thelium were by no means evenly distributed, butoccuiTed in 
ttfegalar patches near the pyloric end of the greater curvature. 

The alcohol which passes into the stomach is readily 
absorbed in part from the stomach itself, in part from the 
upper part of the intestine. Perhaps a small proportion of 
it is decomposed and oxidised in the walls of these viscera, 
but it is certain Uiat the greater part of the alcohol passes 
uBch&Dged by the portal vein to the liver, even where the 
qoaDtity taken is what would ordinarily be called moderate. 
As I shall explain to you on another occasion, the cells of the 



T60 CHEMICAL PATHOLOGY 

liver are capable of carrying on the most intense oxidative 
activities. In virtue of tnese the alcohol which comes to the 
liver is rapidly oxidised to water and carbon dioxide, and it 
is probably only in the case of great excesses in drinking 
that much alcohol passes unaltered from the capillaries of 
the liver into the general circulation. But while the liver 
thus acts as a screen to the cells of the nervous system and 
other kinds of cells it is especially liable to suffer damage 
itself. The nature of the first injury inflicted on the liver 
cells by the unchanged alcohol is not fully understood, but it 
ifl certain that through its direct action alcohol is capable of 
inducing changes in the structure of the cell protoplasm 
which are connected with a decrease in the capacity of these 
cells to effect oxidative changes, not merely in alcohol, but 
in the ordinary nutritive substances which are normally 
burned in the liver. Thus it comes about that the hver no 
longer oxidises with normal intensity the fat which is 
brought to it, and hence the unbumed fat accumulates in the 
liepatic cells. The reason why it is fat rather than carbo- 
hydrate material or proteid which thus accumulates is miffi- 
ciently simple. As I have explained to you in an earher 
talk, fat is less readily burned than carbohydrates or 
proteids, and being constantly supplied to the hver by the 
blood it accumulates under conditions of diminished oxida- 
tive activity still sufBcient to consume proteid and carbo- 
hydrate material. I look upon alcohol as one of the most 
important causes of tatty Uver. The process of fatty infiltra- 
tion is not, however, always confined to the Uver, for if 
enough alcohol escapes burning in the liver the cells of the 
kidney may become injured similarly to the hepatic cells, 
Ihougn usually in much less degree. 

Alcohol is very generally regarded as inducing connective 
tissue overgrowth in the hver, kidneys, and elsewhere. Thus 
many writers regard alcohohc excess as the preponderant 
cause of a certain type of hepatic cirrhosis, and the small 
granular kidney is supposed by some to be frequently 
induced by alcoholic excess. In the case of the kidney I 
have reached the conclusion, from a statistical study of the 
clinical histories and autopsy findings of many hundreds of 
patients, that there is httle or no ground for the view that 
alcohol is a cause of small granular kidney. There appeEKS 
to be no doubt that the excessive use of alcohol, espeoi^yin 
the form of strong drinks hke whisky and gin, is one ot tba, I 
important causes of cirrhosis of the liver. 
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^p I consider it very important (or you to recognise that the 
V^teriotis action ol alcohol on the liver is by no means con- 
fined to the influence of alcohol aa snch. There is little 
doubt that alcohol, acting directly on the liver cells, is 
capable of inducing fatty infiltration of the cells, and it is 
probable that connective-tissue alteration arises in the same 
way. There is, however, a wholly different influence which 
commonly acts in connection with the alcohol aa auoh. I 
mean the effects which are secondary to the gastritis which 
is so common and so prominent a result of alcohohc excesses. 
In consequence of chronic gastritis various disorders of 
gastric secretion and of motility arise in alcoholic patients, 
and these disorders lead to important fermentative and 
putrefactive alterations in the food. Owing to these patho- 
logical changes in the food the Uver receives products of 
excessive putrefaction and fermentation which are capable 
of inflicting additional injuries upon it. The precise nature 
of these injuries it is impossible to state at p-esent. I think 
it likely that this is one of the cauaea of fatty infiltration of 
the liver, and it may perhaps be influential in the production 
of connective-tissue alterations. But although we cannot 
accurately measure the indirect e£fect of alcohol, I believe it 
to be of great importance in relation to human nutation, and 
one which exerts a highly unfavourable influence on the 
prognosis of many kinds of diaease. You can readily under- 
stand that it is a very ditBcult matter to separate the factor 
of disordered digestion from the action of alcohol per so. 

A good deal might be said about the structural alterations 
induced by alcohol in the heart and in the blood-vessels, but 
I shall not undertake to touch on this aspect of the subject. 
Similarly a long chapter could be written in reference to the 
pathological action oi alcohol on the nervous centres. I shall 
only remind you of the clearly defined alterations in the 
chromatin network of the ganglion ceUs of the brain, which 
have been repeatedly observed in acute alcoholic intoxication 
as well as in chronic alcoholism. The important and fre- 
quent condition of alcohohc neuritis is one with which you 
are of course famihar. 

I think it unnecessary to multiply examples of the patho- 
logical oonaequences of alcobolio excess. The conditions 
which I have referred to in this short sketch are of a suffi- 
ciently serious character to affect distinctly the comfort and 

'ulness of the individual, even where they do not actually 
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threaten life. But the effects of alcohol are by no mean? 
limited to tlie individual who practises habitual excess in 
drinlc. Alcohol is capable oF poisoning the germ plasm, the 
carrier of hereditary qualities. In consequence of this the 
world contains a considerable number of people with nervous 
systems in various ways weakened from the very beginning 
through the sins of alcoholic excess committed by one or 
both parents. This is surely one of the very worst aspects 
of the drink evil. 

I trust tliat enough has now been said to show you that 
although alcohol possesses an unquestionable food value the 
habitual use of alcoholic drinks by healthy persons is an 
indulgence and a luxury entirely uunecessa^ either for the 
growth or the maintenance of the body. It seems to me 
clear that a small numbei' of people take alcohoUo diinks 
habitually, and in such small amount that it is not possible 
to discover any injury to theii- physical well-being. It is 
only fair to admit this fact, however much one may disapprove 
of the uao of alcohol by healthy persons. On the other 
hand, I am of the opinion that the majority of persons who 
take alcohol habitually, even in quantities that carmot be 
called immodeiute in the sense of producing intoxication, 
eventually suffer injury, though pei'haps only alight injury, 
from its use. This injury to health comes chiefly throu^ 
chronic gastritis and partly through effects upon the nervoiw 
system. In view of this one should discourage the habitual 
use of alcohol, even its moderate use as an indulgence, for 
one ought never to lose sight of the fact that its influence 
is npon the whole more detrimental than helpful, even to 
cautious drinkers. 

Of course it is evident that you will not very often have 
an opportunity to exercise your influence among healthy 
persons for the disoouragena.ent of what is known as mode- 
rate drinking. People are not in the habit of consulting 
physicians in regai-d to this practice while they are enjoying 
nealtb. On the other baud, in youi- practice you will almost 
every day be called upon to decide whether it is proper to 
employ alcohol for its therapeutic properties, and I can 
assure you that it is no easy matter to make your decisions 
correctly. Perhaps I can help you to form a judgment as to 
where aJcohol may be used by giving you certain conclusions 
\vhich I have reached in reference to this difficult question. 
In the first place it is neoeseary to make a shup 
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difttineCioii beowaen the tberapetitic use of alcohol in acuta 
and ohronio diseases. In aoute diseaBe there is little or do 
danger of forming the alcohol habit. In chronio diseasae the 
posaibility of forming a habit dangerous both to the physical 
and moral welfare has to bo kept clearly in mind. 

Id acute disease alcohol may be employed either for its 
properties as a stimolant or for its nutritive VEblue, or for both 
these effects. There is httle experimental evidence in favour 
of nsing alooho! as a cardiac stimulant in febrile disease with 
flag^g heart, but I think that clinical experience justifies 
its use in many oases of fever. For instance, it appears to 
me that in the coui'se of pneumonia there often comes a 
time when the weak and rapid heart action is improved by 
moderate alcoholic stimulatioD. I confess that this is merely 
a clinical impression based on watching the course of many 
pneumonias. It is possible that the cases would have done 
as well without alcohol. 

This difficulty in forming a decision is one which we 
meet in many of our therapeutic trials, and is sometimes not 
a little discouraging to those who wish to estabhsh the truth. 
Try to form an independent judgment as to the value of 
alcohol as a stimulant by cardully watching your patients. 
The temporary use of alcohol as a stimulant aflier acute 
gastro-entoric disease appears to me of great value, especially 
in the case of children and elderly people. One often notes 
a rapid improvement in appetite and in the force of the 
pulse when small repeated doses are thus employed. I have 
no doubt that alcohol often greatly aids in the process of 
reconstruction after aoute digestive disorders with loss of 
weight and strength. 

Clinical experience makes me think that the addition of 
iinall amount of alcohol distinctly favours the timely diges- 
in and absorption of milk. You know that milk has the pecu- 

ity of stimulating only mildly the secretion of the digestive 
In fevers and in conditions which make necessary a 
of milk, but in which there is an impaii'ed secretion 
of the gastric juice, and presumably aliio of the pancteatio 
juice, the addition to the milk of 1 or 2 per cent, of 
alcohol gives the patient the benefit of a mild and harmless 
stimulus to the secretion of gastric juice. I regard the 
temporary use of alcohol in this way as one of the most 
legitimate therapeutic uses of alcohol. 
_ The food value of alcohol cbji be utilised in many aoute 



I 



I 



164 

and Bubaonte diseases. Thus in all acute and Eubacute 
febrile affections there is apt to be a distaste for food, and 
the digeation and absorption of the ordinary food-stuffs are 
impaired. The waste of the organism in fat is not replaced 
fully by the food, and this excessive waste may contribute 
to occasion considerable loss of weight and strength. 
Alcohol is so readily absorbed that it is unquestionably a 
valuable food under these circumstances. It should, how- 
ever, be used in great moderation and with much caution 
because of the danger of exciting gastritis. In this way you 
can safely replace a portion of the fats and carbohydrates 
which should enter into a dietaiy. An adult can ordinarily 
take from 30 to 60 grams of alcohol daily, if well diluted, 
with little danger of gastritis, but there are persons in whom 
it is advisable to use considerably less, 

In chronic disease, as I have ah-eady said, one ought to 
be moat cautious in recommending the use of alcohol. I am 
absolutely opposed to the use of alcohol as a remedy for 
mental depression or any form of pain. It is sometimes a 
most helpful hypnotic of a mild kind, and may occasionally 
be safely employed to induce sleep ; but its use should he 
only occasional, and the actual cause of the insomnia must 
be removed by suitable treatment. 

Alcohol is frequently recommended by physicians to 
patients suffering irom chronic phthisis. Many of these 
unfortunate people consume large amounts of alcohol, and I 
think there is little doubt that so long as digestion is unim- 
paired by the use of the alcoholic drinks there is a partial 
replacement of fat by alcohol, and the patient holds bis 
adipose stores better than he would without the use of 
alcohol. Whether the alcohol saves proteid waste is 
another question, as I have alieady explained. But while 
it is true that the alcohol consumed by ohronic consump- 
tives often acts beneficially as a food, it is also true that 
it has at least .two highly important dangers. One of these 
is the development of nutritive disorders from gastritis, 
disorders whicn may ultimately contribute to a rapid failure 
in health. The other great danger is the estabhshment of 
an alcoholic habit, which impairs greatly the intellectual 
force of the patient, and, what is worse, undermines his 
moral character. In spite of these dangers I think one is 
sometimes justified in employing alcohol in chronic phthisis, 
but you will have to judge for yourselves in each individual 



ALCOHOL 



165 H 

patient ^1 



instance whether you are justified in allowing your 

to take the iDoidental risks. I am unable to give you any 

rule which you can safely follow in all cases. 

There is another class of chronic patients to whom 
alcohol is recommended very frequently, I have in mind 
persons whose nutrition has become impaired in conse- 
quence of long -continued disturbances of digestion. These 
patients are distinctly below the normal weight, are easily 
fatigued, and usually suffer from excessive fermentative and 
putrefactive processes, perhaps associated with dilatation of 
the stomach. Since alcohol is easy to take and is readily 
absorbed, its food value can be utilised by patients of this 
kind, and often proves a distinct help in adding to the store 
of fat in the body. I have many times obsei'ved an increase 
in weight after the nee of alcohol when ordinary methods of 
medication had failed. But it is by no means clear that this 
additional fat in the bodv is really beneficial, and I strongly 
suspect that one usually does more harm than good by 
giving alcohol in these cases by still further impairing diges- 
tion. I am therefore opposed to this method of treating 
states of chronic under-nutrition, 

I have by no means said all there is to say either against 
alcohol or in its favom- as a therapeutio agent, but I hope I 
have mode clear, first, that the chief use of alcohol in 
medicine is dependent on its food value, and second ly,^that 
with few esceptions the prescribing of alcohol entailB 
dangers which more than offset its useful properties. Never 
forget for one moment that alcohol is very often a food and 
a poison at the same time. 

I regret that time does not permit me to discuss with 
you the properties ot the different kinds of alcoholic drinks. 
For such information I must refer you to books upon 
dietetics, although I may perhaps be permitted to remind 
you of a few well-known facts connected with this subject. 
Thus it is well to remember that moat wines have a 
percentage of alcohol varying from 7 to 10 per cent., while 
port, madeira, and the sherries have from 15 to Ifi per cent. 
The organic acids, consisting largely of tartaric acid, vary 
between 0'4 and 0'8 per cent, in the ordinary wines, and 
constitute an objectionable feature in the case of some 
dyspeptics. The extractive matters are low in wines, and 
tDQ sugar varies widely from a small fraction of 1 per 
^eut. in Moselle and some clarets to more than 10 per cent. 
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in champagne. The large oontent ot sugar in champagne is 
what makes this wine so apt to derange digestion in some 
personB. 

Brandy and whisky contain not very far from 50 per 
Dent, of alcohol, and should therefore never be drunk 
straight. The content of organic acids and sugars in these 
liquors ia very low indeed. This makes it possible for 
many persona to take a little whisky without apparent 
detriment who cannot take the same quantity of alcohol in 
the form of wine without developing gouty or dyspeptic 
symptoms. Besides ethyl alcohol we find in spirituous 
liqaors other products of fermentation, such as aldehydes 
and the higher alcohols, propyl, butyl, and amyl. These 
substances constitute the ' fusel oil,' which gives to the 
cheap and imperfectly distilled peculiarly detrimental 
properties. 

The ordinary beers, which are representative of the 
nmlted liquors, contain only about half as much alcohol as 
the wines, but have a remarkably high percentage {5-7 
per cent.) of extractive substances. These extractive sub- 
stances consist mainly of dextiin and maltose, and thus 
impart to beer a very considerable nutritive value aside 
from the alcohol. Beer also contains from 04 to 0'8 per 
cent, of proteid material, which is mostly in the form of 
peptone, or, more correctly, album oses. The supposed 
diuretic properties of beer are probably due very largely to 
the volume of fluid taken by beer -drinkers. Although beer 
is perhaps the least harmful form in which alcohol is taken, 
it gives rise to all the evil effects of alcohol when taken in 
excess, including such structural alterations as cirrhosis of 
the liver and multiple neuritis. 

Ijet me now say a word to you in reference to the 
organic acids which occur in the food. This subject has a 
certain relationship to the subject of alcohol, for, as I men- 
tioned to you, alcohol ia probably oxidised to acetic acid in 
the organism before its final osidation to carbon dioxide 
and water. Some foods contain organic acids of the fatty 
acid series in considerable amounts. This is especially true 
of fruits and some vegetables, You should know some- 
thing of the destiny of these acids in the organism and of 
their effects on digestion, for there are many persons who 
are unable to take them without disturbances, and moreover 
some persons show very remarkable idiosyncrasies. 
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Acetic acid (CHaOOOH) occurs in vinegar ; butyric acid 
;C3njC00H) in rancid butter ; lactic acid (CiH4<^Q^g. 

_ (CH)OH). COOH) 
in fermented millt ; malic acid | in apples, 

(CHj . COOH) 

{CH{On)COOH) 
irries, and some wines ; tartaric acid | 

(CH(OH) . COOH) 
grapes, cucumbers, potatoes, and wines ; citric acid 
/COOHJ 

l3H4(OH)ACOOH) ia lenaons, currants, raspberries, and 
\COOH} 

(COOH) 

iseberries; oxalic acid | in sorrel, spinach, rhu- 

(COOH) 

hrb, tomatoes, and tea. Of these acids malic and tartaric 

are dibasic, and citric tvibasic. Tbey form acid salts, and 

are present in the food especially as acid salts of potassium. 

Like alcohol, the organic acids of the fatty acid series 

which I have just mentioned are oxidised in the body to 

carbon dioxide and water ; and, as in the case of alcohol, 

this decomposition and oxidation is accompanied by the 

libei-ation of energy. These acids thus have a food value 

comparable with that of alcohol, Oxalic acid is I)urned in 

tbe body only to a limited extent. 

Most persons in health ai'e able to take these various 
organic acids contained in. frait and vegetables without 
exhibiting any harmful effects from the moderate quantities 
which are introduced into the stonaach in this way. The acids 
are absorbed as acid salts, and on being burned in the body 
become a source of energy. I an^ disposed to think that a 
not inconsiderable portion of the carbohydrates, or fats of 
tbe food, may be replaced by organic acids where the state 
of digestion permits abundant absorption. 

I recall very distinctly an experiment which I made some 
yeai'S ago with a young pig. The animal received the same 
amount of milk as other young pigs in my laboratoiy, but in 
addition was induced to take from 50 to 100 c.c. daily of 
glacial acetic acid well diluted with water. The principal 
result of this experiment, which extended over many months, 
was that this pai-tioulai' pig grew much larger than his 
I was astonished to find at autopsy an enormous 
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dovelopment of fat with a melting-point lower than that of 
ordinary hog-fiit. I believe this large development of fat 
was connected with the absorption and utilisation of the 
large allowance of acetic a«id, vei-y little of which reappeared 
ill the urine and fffices of the animal. The possibility of a 
synthesis of fat fiom acetic acid ia suggested by this esperi- 

But while the organic acids of fruits and vegetables are 
commonly utilised in the way I have just described, there 
are many persons in whom they create very decided dis- 
turbauces. These pei'sons usuaJly show some of the indica- 
tions of chronic gastritis, and are apt, I think, to secrete 
veiy little free hydrochloric acid during gastric digestion. 
Among the symptoms which follow the use of moderate 
quantities of fruit are a sense of discomfort referred to the 
stomach, abdominal pain, sometimes amounting to colic, 
diarrhcea, or in some instances headache. That the 
symptoms are really due to the organic acids and not to 
other ingi'edients of the fniits is rendered extremely probable 
by the tact that in certain patients the same symptoms can 
be ehcited by giving separately malic or citric, or some other 
acid characteristic of a particular fruit. 

You will find that with many patients it is wise to with- 
draw fruits and all foods containing considerable q^uantitiea 
of organic acids or acid salts. In other cases it is not 
necessary to withdraw suoh food wholly from the dietary, 
but to restrict it. It often requires a Uttle time and experi- 
mentation to determine how much and what kind of fruit 
is permissible. 

I have observed that in most persons who cannot tolerate 
moderate or considerable quantities of the ordinary fruits 
there is difficulty about the digestion and absorption of car- 
bohydrates, and am disposed to think that the acids formed 
during excessive fermentation can often he disposed of with- 
out the production of any disturbance, but that the addition 
of an abundance of organic acids in the food is frequently 
sufficient to precipitate symptoms under these circumstances. 

Yom- patients will often consult you aa to the advisa- 
bility of using tea and coffee, and it is important to be able 
to guide them inteUigently. You must therefore know some- 
thing about these widely employed luxuries. The coffee 
bean from which coffee is prepared contains about O^? per 
cent, of caffein, and as most of the caffein is extracted in tha. 
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procBBS of preparing the drinl< each cup of ooffee oontaios 
from O'l to 0'2 gram (1^ to 2 grains) when the beverage 
is made of the usual strength. Besides oafFein the roasted 
coBee contains volatile substances kuowa collectively as 
coffeon or coffeol. These substances are developed by the 
process of roasting, and have properties resembling those of 
volatile oils. 

Tea diflfers from coffee chiefly in the following respects : 
(1) in containing a larger percentage of caffein (1'6 to 2 per 
cent.) ; (2) in containing a high percentage (7 per cent.) of 
tannic acid. Green tea and black tea differ in that the 
former contains a considerable amount of a volatile oil, 
which ia dissolved in the infusion. 

The well-known effects of tea and coffee in exciting a 
state of wakefulness and in giving a sense of relief from 
fatigue are doubtless due to the caffein which they contain. 
The behaviour of caffein in the economy I cannot stop to 
discuss at present. I will, however, remind you that caffein 
is closely related in composition to xanthin — is, in fact, a 
trimethyl xanthin — and that santhiu or xanthin-bke sub- 
stances are found in small amount in the nuclei of animal 
cells. 

In some persons the caffein of tea and coffee leads to an 
excessive irntahility of the neiTOUs system, which is shown 
by an increase in the escitabihty of the simple and complex 
I'oflexes. Childi'en appear to be especially susceptible to the 
effects of coffee and tea, and some cases of insomnia and 
night-terrors ai-e referable to theii' use. The chronic effects 
of coffee in excess vary in different individuals. In some 
persons there arises a depressive form of neurasthenia which 
quickly improves after withdrawal of the drug. In others a 
tremor like that of alcoholism is developed, and this tremor 
may temporarily subside after a cup of strong coffee. In 
still other persons neuralgic symptoms are prominent. 

One other detrimental effect of tea and coffee must not 
be overlooked. This is that they slow the action of the 
digestive ferments, both outside and inside the body. In 
many persons this slowing of digestion from tea or coffee is 
a, matter of no moment, but in others it is a very undesirable 
thing. I consider it good practice to restrict patients in 
drinking coffee and tea in all oases where a study of the 
gastric processes shows that the food is too slowly digested 
1 lingers t-oo long in the stomach, or where the secretion 
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of free hydro ahl one acid is regularly much below the 
QormaL 

The peooUar sense of comfort and general well-being 
which coffee-drinkers experience after diiddng coffee with a 
full meal is ascribed to the volatile substaneea which it 
contains, and ia certainly not due to the caffein. The in- 
creased peristalsis from coffee ia also probably due to coffeon. 
In many peraona this effect is found very helpful in facili- 
tating regular movements of the bowels, but in others it 
causes colicky sensations and diarrhcea. There ts another 
effect ot coffee which, though only rarely observed, is some- 
times the cause of much annoyance. I refer to intense 
itching about the anus, due generally to alight eczema. The 
relation to the use of coffee ia clearly demonstrable in some 
of these oases of pi-uritna. 

In regard to tea one has to remember that it is often 
steeped too long, and comes to contain much t-annic acid. 
In some instances the amount is so large that it precipitates 
the albumoses and albumins in the stomach, and thraugh its 
astringent action on the mucous membrane leads to constipa- 
tion and chronic gastritis. Many women of the lower orders 
are inveterate tea -drinkers, and grow thin and nervous from 
the over-indulgence. 

Although lie evil effects of t-ea and coffee are far less 
serious than those of alcohoUo dnnks, you vrill frequently 
find it advantageous to restrict their use, even where the 
history told by the patient does not give you the proof that 
the tea or coffee has been acting harmfully. But while the 
injurious effects of coffee and tea are less than those oi 
alcohol their utility is also less, since neither of them possesses 
any food value, and both are simply stimulants of more or less 
efficacy. It is essential lor you to remember this fact, and 
to impress its truth on those patients who are conyincsd 
that tea and coffee act as foods which are capable of ' build- 
ing up their systema." Remember, also, that neither tea nor 
coffee diminishes metaboho activity. On the contrary tba 
evidences of increased metabolism, namely, the augmented 
output of urea and carbon dioxide, have been observed lo 
follow their use, probably owing to the increased activity 
induced in the nervous centres. One cannot but smile at 
the proposition, seriously made by one theorist to the be- 
sieged defendants of Paris in 1870, that the soldiers be served 
with a diet consisting exelueively of tea and coffee. 
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LECTURE VI 

1XCBB81VB PEKMBNTATION AND PUTBEFACTION IN THE 
DIG E STIVE TRACT. 

The micro-organisms of the digestive tract, distribution and oLiiraDter- 
isticE^ — Bacterial products : conditions influencing their thoraoter — 
Fermentation and putrefaction — Tjpea of Cermentation in tlie 
digestive tract: alcoholic, lactic, aeetio, butyric — Nnnual and 
pathological fermentations — Effects of eioessive lermentation — 
Local effects due to formation of gas or to irritant producta — 
Flatulence— Probable eSects of alcohol, acetic, lactic, and butyric 
acids — Imp&ired Eecretion of hydrochloric acid : excessive searetion — 
Gastritis and excesEive fermentation— Effects of escessive fermenta- 
tion in the intestinal tract : diarrhoea, and colic, change in the stools, 
loss of food potential — Fermentation in thef^ces outside the body — 
Acid products and catarrhal enteritis — Influence of feimentation 
apon putrefaction- Remote effects of exoeesive fermentution ; sub- 
jeolive symptoms^ — Alterations in the composition of the urine^ 
Changes in acidity — Frequent micturiGiou — Increased excretion of 
urio acid — Oxalurift aa a oonseiiuence of excessive fermentation — 
Signilicance of oxaluria — Comparieon of (ermentative and putretao- 
tive processes in their effect on the composition of the 

To-DAV I iavite you to consider with mo the fermentative 
and putrefactive processes that go on in the stomnch and 
intestine. It is no exaggeration to say that if I succeed in 
giving you a reasonahly clear picture of these processes in 
their pathological relations yon will have in your possession 
the key to an understanding of the disorders of digestion 
and many disturbances of nutrition. Unfortunately it is 
hardly possible to do more than outline for you some of the 
features of excessive fermentation andputrefaction, We tu-o 
atill groping our way to light upon this obscure and difficult 
subject, and, with the best intentions, I can give you only an 
imperfect idea of its nature and practical bearings. 

There is no good reason to suppose that the presence of 
micro-organisms in the digestive tube ia necessaiy to life. 
Oa the oontrary, recent experiments on inferior animals 
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show that the digestive and other vita! processes are ca.rried 
un effocttially without their aid — at least for a time. Mlcro- 
orgfuiisms are, however, regularly present in great numbers 
in the human digestive tract. Within the first day of life the 
alimentary tube of the newly born infant becomes infected, 
doubtless througli the agency of milk, water, or air. 
Although the tube soon swarms with bacteria, these are 
chiefly of two varieties during the milk-diet period of 
in fane y^ — the baoiUua aoidi lactici and the bacillus coli 
communis. Just as soon as the growing organism feeds on 
a general diet the number and variety of the bacterial 
inhabitants of the gut become greatly increased. Still, even 
in adult life, the lactic acid bacillus and the many varietios 
of the colon bacillus are the most important flora.. The 
former is found in the stomach at times, and in the upper 
part of the small intestine. The different forms of colon 
bacillus are found widely distributed through the intestine, 
but are specially abunda:n6 in the colon. These bacteria are 
aerobic, that Is to say, they consume osygen in the course of 
their life activities. In virtue of this property they act as 
powerful reducing agents on the intestinal contents. We 
have an example of this in their effect on the bilirubin of 
the bile from which they take oxygen, and thus form the 
ui-obiHn or stercobihn, to which I shall have occasion to 
refer in another lecture. But please note the fact that these 
bacteria do not roquu-e oxygen for their growth : they 
continue to Hve even when wholly deprived of it ; they are 
facultative anaerobes. Moreover, the intestine contabs 
many bacteria that normally hve without oxygen. We still 
know httle about them or theii' influence on decompositioD. 

Besides iiaoteria, the upper part of the digestive tract is 
apt to contain other forms of plant life. The common yeast 
organisms are often, if not always, found in the stomach, 
and 8arcina3 are frequently present. These are probably to 
be regarded as accidental inhabitants. They do not 
normally succeed in establishing themselves. 

Although we have no good reason to believe that the 
presence of micro-organisms in the human digestive tract 
IB essential to the maintenance of life, there is some evidence 
that these organisms are not without their physiologiofJ 
uses. The absorption of fats is certainly facilitated by the 
cleavage of the fat molecule into glycerine and fatty aoid^, 
which is carried on to some extent by intestinal bacteria. 



EXOESSIVB SASTHO-ENTERIC FERMENTATION 175 

Probably a muob moi'e important use of the intiiatinal 
bEicteria relates to their effect in destroyiug foi'cigu micro- 
organisma which find their way into tha digestive tract. 
It 18 known that the introduction of many foreign species by 
the mouth is followed by their disappearance from the fieces 
sooD after the administrations have been stopped. Bienstock 
found that certain anaerobic bacteria, like the bacillus 
putrificus and the bacillus tetani, were destroyed in the 
intestine by the action of the normal inhabitants of the gut, 
although tneir spores might reappear in the fieces, It is 
probable that the bacillus aerogenea capsulatus, the exciter 
of malignant tedema, is destroyed under similar conditions. 
Thus it appeai-s that the normal inhabitants of the intestine 
are capable of exerting a cot'tain protective action against 
pathogenic bacteria which have escaped lihe dosti'uctive 
action of the gastric juice. We cannot now say to what 
extent the normal bacterial species protect the human 
organism against the products of pathogenic varieties. 

The bacteria of the gastro-enteric tract interest ua as 
physicians in two ways : first, thi'ough the products which 
they formiu the course of their hfe activities ; and secondly, 
because they are capable of entering the blood stream after 
passing the epitheUal barrier of the inteatine wall. If they 
enter thu blood-stream in considerable numbers they may 
give rise to a septicEemia which in the case of definitely 

fathogeniu bacteria assumes a serious clinical aspect, 
mportant as these intestinal septicsemiaa uudoubtudly are, 
they do nob especially concern us now. It is rather to the 
bacterial products within the intestinal lumen that I wish to 
direct your attention. 

The character of the products formed in the digestive 
tube under the influence of micro-organisms is influenced 
by a variety of conditions : by the chemical nature of the 
food, by the nature and number of bacteria introduced with 
the food, by the quantity and composition of the digestive 
juices, by the rate of absorption, and by the state of the 
motor functions of tlie stomach and intestine. It does not 
require a highly developed hnagination to see how complex 
must be the conditions which enter into these bacterial 
aotivities, and how hopeless is the task of tracing the precise 
influoace of each of these factors. In spits of these 
difBculUes investigators have succeeded in getting some idea 
of the products o{ bacterial action in health and in disease. 
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That the nature of the substances foi-med by the micro- 
organisms hving ill the stomach a,nd intestine should be 
largely dependent on the chemical composition of the food- 
stuffs might be predicted. The fata, the carbohydrates, and 
the proteids are so different in constitutioii that the 
substances resulting from their cleavage or decomposition 
must necessarily be dissimilar. The fats and carbohydrates 
have at least this in common, that they contain carbon, 
hydrogen, and oxygen. The proteids, on the other hand, 
contain not only carbon, hydrogen, and oxygen, but also 
nitrogen and sulphur. Now this difference is an extremely 
important one. Its significance lies in the fact that many 
of the decomposition products of the proteids under bacterial 
influence contain nitrogen or sulphur. They have thns an 
entirely different chemical character from the substances that 
arise fi'om the decomposition of fats or carbohydrates. 
This difference in chemical composition carries with it 
important physiological differences, and we may say in a 
general way that the nitrogen- containing products of proteid 
cleavage are distinctly more toxic to the organism than 
products which do not contain nitrogen. Diffevencea like 
these justify us in employing different words to express the 
processes that result in the formation of these cussimilar 
products. Throughout these talks I shall speak of the 
microbic products of the decomposition of fats and carbo- 
hydrates as the result of fermentation, and shall use the 
word ' putrefactive ' in speaking of the processes of proteid , 
decomposition under the action of micro-organisms. This 
distinction is of course arbitrary. Some writers use the 
terms ' fermentative ' and ' putrefactive ' in a different way. I I 
think it convenient to employ them as I have just described, 
putrefaction referring to proteid decomposition, fermentation 
to the cleavage in fats, sugara, and starches. 

Although fermentative and putrefactive processes go on 
side by side in a large extent of the digestive tract, we may 
say that in health putrefaction preponderates in the colon, 
and that fermentation is unaccompanied by putretaation 
during gastric digestion. In disease a slight degi-ee of putrfr 
faction sometimes goes on in the stomach, and in some 
instances fermentation is veiy active in the lower part of the 
intestinal tract. 

For the sake of convenience and other practical reasons 
it will be best for me to tell you something of the diflerenb' 
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types of gastro-enteric fermentation before discussing the 
putrefactive deoompoBitiona of food. Having described for 
you tbe cbief forma of fermentation, I sball Bay sometbing 
of the local and remote effects of tbe aubstancea formed in 
tbe course of tbe process when this grows excesaiye. 

There are four well-re cognised forms of fermentation 
that may begin in the atomacb or in tbe upper part of the 
small intestine ; 1. Alcohobc fermentation. 2. Acetic fer- 
mentation. 3. Lactic fermentation. 4. Butyric fermen- 
tation. Frequently two or more of these coexist, but it is 
usual for one to preponderate. I am confident that we 
ought to recognise another and frequent form, namely, 
fermentation with the production of oxalic acid. 

Alcoholic fermentation occura in consequence of the 
preaence in the stomach of some form of yeast plant or 
sacebaromyces, together with a sugar. Some bacteria are 
capable of setting up alcoholic fermentation, but their action 
in this direction is unimportant. The yeast plajits are 
widely distributed and find their way into the stomach ao 
frequently that some form of yeast may be regarded as a 
nearly constant inhabitant. As sugar forms a common 
article of food, some degree of alcohobc fermentation ia very 
frequent and may prooably be considered normal. Most 
sugars are fermented by the ordinary yeast organisms. 
Lactose, or sugar of millt, is an exception, but is readily 
broken up by special and less common forms of yeast. 

If we add ordinary leaven yeast to a solution of saccha- 
rose or glucose, the greater part of tbe sugar is rapidly 
broken up into alcohol and carbon dioxide. Tbe decomposi- 
tion is represented as follows : — 

C6Hij06-t-yeast+Ha0=2CsH5OH-|-2C0,+yea3t-j-Hs0 
(glacase) (ethj'l alcohol) (oarbon dioxids) 

Although most of tbe sugar is decomposed in this way, a 
certain amount {about 4 per cent.) goes to tbe production of 
other substances, especially lactic acid. If we calculate the 
yield of ethyl alcohol that would be obtained from the 
conversion of all of 100 grams of glucose by alcoholic 
fermentation, we find that it amounts to more than 50 
grams. This ia a very considerable amount of alcohol, and 
thonghit is unlikely that such an amount is ever formed in the 
bnman subject in the course of a day, it seems probable that 
a not unimportant quantity of alcohol may be manufactured 
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by persons with gastric dilatation who indulge freely in 
carbohydrates. At the same time carbon dioxide is fonned 
in large amount. I shall remind you of these things when 
we discuss the symptoms of excessive fermentation. 

The yeast plant grows weU in neutral or slightly acid 
media. A percentage of 0-2 per cent, of free hydrochloric 
acid is compatible with abundant growth. Ibis is important 
for you to remember, because it means that alcoholic 
fermentation may continue during digestion in a medium 
which inhibits the growth of many bacteria. In gastric 
contents with 04 per cent, of hydrochloric acid ordinary 
bacteria are killed. The saGcharomyces are still capable oC 
some growth, but soon lose the ability to produce gas and 
alcohol. There are conditions of altered secretion of the 
gastric juice in which the percentage of free hydrochloric 
acid rises to a point where alcoholic fermentation is checked, 
but in a very large majority of gastric disturbances alcoholic 
fermentation is possible. 

Since alcoholic fermentation requires the presence of 
earbohydrateg, their withdrawal or diminution is followed by 
the cessation of this kind of decomposition. But, as the 
yeast organisms are apt to remain in the stomach even 
though carbohydrates are withdrawn, the fermentation 
begins again as soon as sugar is given. The number of 
yeast organisms in the stomach is probably much reduced 
fay systematic washing of the stomach. We do not know 
bow much alcohol is formed in ordinary derangements of 
digestion accompanied by the excessive production of carbon 
dioxide, because other Miids of fermentation also lead to the 
formation of this gas. Alcohol is so rapidly absorbed that 
we cannot be sure it has not been produced in considerable 
amount even when it is not to be detected in the stomach 
contents. I have several times discovered alcohol in the 
filtered stomach fluids in caaes where there has been gastric 
dilatation, or where for any reason there has been delayed 
expulsion of the contents of the stomach. 

The second form of fermentation of which I wish to 
speak is that accompanied by the formation of lactic aoid. 
Owing to its frequency this is a very important type of 
carbohydrate decomposition. In the normal conditions ol 
the stomach lactic acid is either not formed at all or only in 
small amounts. Whenever the stomach is unable to empty 
itself with physiological promptitude, lactic aoid fennentatuxa 
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is liable to be active iE carbohydratea are freely eaten, 
Heoce we find considerable lactic acid in the Btomach of 
persons with gastric atony with or without dilatation. 

Lactic acid fermentation is induced by many different 
organisms. The ordinary milk-curdling ferments ai'e short, 
plump, motionless aSrobic cells, united in pairs or in gi-oups 
of four. The bacillus acidi lactici conforms to this type. 
Orgtuoisms of this character are widely distributed. I believe 
that in the human subject lactic acid decompositions are 
generally referable to the bacillus acidi lactioi or the bacillus 
factis aerogenes, two closely related forms. The colon 
bacillus is also capable of feiTnenting carbohydrates with the 
formation of lactic acid. Moreover, two species of laotio 
a^id-forming micrococci have been found in the saliva and 
the muous ot the teeth. Thus, you see, the digestive tract 
abounds in organisms capable of setting up lactic acid 
fermentation. 

The chemical conditions that favour laetie aoid fermenta- 
tion are somewhat different from those friendly to the alco- 
holic type of decomposition. You know that the addition of 
yeaat to a pure solution of sugar is very promptly followed 
by the production of gas. The presence of a laotio acid 
ferment and a sugar solution is not enough to induce active 
lactic acid production, The presence of proteid material is 
necessary. Thus, 1 or 2 per cent, of peptone in a sugar 
solution makes a very good medium. Beduoe the peptone 
and you get less lactic acid and a larger proportion of volatile 
fatty acids. A neutral reaction is most favourable to the 
growth of the lactic ferments, but they are said to grow 
fairly well in the presence of free hydrochloric acid in leaser 
concentration than 0'7 per cent. Therefore we can say that 
the conditions favourable to the production of lactic acid — a 
neutral or slightly acid medium containing sugar and 
proteid — are almost always to be found in the stomach. 
Bnt note well the fact that a neutral medium is the most 
propitious, and that such a medium is often found where 
there is stomach disease with impaired secretory activity. 

The acid produced by moat lactic aoid ferments is of the 
optically inactive variety. That is to say, the solutions of the 
aoid do not rotate the plane of polarisation either to the right 
or to the left. Some organisms, however^, produce an acid 
which is optically active. It is much the same kind of acid 



CHEMICAL PATHOLOay 

on glucose makes an acid which rotates to the riglit, but, 
if oiJtivated in lievulose, yields an inactive acid. GIugobss, 
saocharoses, and milk sugar are all ausoeptible of lactic acid 
fermentation, but the action on milk sugar is slower than 
in the case of other varieties. The action on the glacose 
molecule is apparently very simple, the molecule being split 
into two equal parts; thus: CfiH,aOc=CaHc03 + C;,HsO,. 
Probably all the sugars are split into dextrose or Isevulose 
before being broken up into lactic acid. 

We know little about the actual conditions that lead to 
the formation of acetic acid in the gastro-enteric tract. Yet 
acetic acid ia found in the atomach contents not very rarely. 
I have found it especially in cases of dilatation of the 
stomach, where it has been present in small amount in 
association with larger quantities of lactic acid. It may 
also be found in the ffficea, where intestinal fermentation has 
been active. 

In the commercial production of vinegar several different 
barCterial ferments have been employed under the specific 
name ' mycoderma aceti.' Many of the bacteria normally 
inhabiting the digestive tract are also capable of makine 
acetic acid. Which ones are especially apt to be engaged 
I cannot tell you. Nor can I tell you with certainty how 
the acetic acid of the digestive tract is formed. It is 
generally supposed to be formed through the oxidation of 
some partly oxidised member of the fatty acid series, as 
ethyl alcohol or acetic aldehyde. By oxidation ordinary 
alcohol (CjHsOH) is converted into acetic aldehyde, and, 
on further oxidation, acetic aldehyde is changed to acetic 
acid ; thus : 



Ethyl Alcohol + Oxygen = 
CjH5{0H) + O = 



Acetic Aldehyde + Water 
CHgCHO + HjO 



CH3CHO + O = CH3COOH (Acetic Acid). 

It is possible that acetic acid is made only where alcoholic 
fermentation baa occuiTed. I have several times found 
alcohol and acetic acid together, but sometimes acetic acid 
is present when alcohol cannot be detected. The conditions 
under which acetic acid is made in the digestive tract ate 
certainly worthy of more attention than they have received. 
Fermentation with the production of butyric acid is by 
no means uucommou in the digestive tract. The pungent 
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tour of butyric acid is so distinctive that it uua.bli3s us 
_Mierally to detect the presence of the acid without 
resorting to chemical manipulations. One notices this 
odour in the vomited material or stomach washings in most 
cases of chronic gastritis with the production of an abundance 
of mucus, and one also observes it in some instances of 
acute gastritis. Small quantities of butyric acid are often 
present in the feeces, especially where intestinal fermentation 
is excessive. The butyric acid is apt to be associated with 
other volatile fatty acids, especially acetic. 

Several different organisms have been described which 
have the property of producing butyric acid. The one 
which has been most carefully studied is a strictly anaerobic 
liquefying bacterium known as the granulo-bacillua saooharo- 
butyrious immobUia, This micro-organism is ven' widely 
distributed, being commonly found in milk, in cneese, in 
flour, in water, in dust, and m the fasces, not only of human 
beings, but of many animals. Under favourable conditions 
this bacillus produces butyric acid in large amount, but in 
the digestive tract its activity iB restricted. Butyric acid 
fermentation in the stomach doubtless depends on other 
organisms than the saccharo-butyricus immobilis. 

You should know that many substances are capable of 
yielding butyric acid. Sugars and starches, including 
insoluble starches, are its chief source, but it may come 
from tartaric, citric, malic, or mucio acid. Proteids are also 
thought to yield butyiic acid, itnd it is said that a small 
amount of proteid material is essential to its formation. In 
geneval we may say that lactic acid and all bodies yielding 
lactic acid are capable of yielding butyric acid. Lactic acid 
is certainly apt to be an intermediate step towards butyric 
acjd formation. Thus glucose is split into lactic acid, and 
this in turn gives butyiio acid, carbon dioxide, and hydrogen. 
These relations can be expressed as follows : — 



Glucose Lactic Acid Butyric icid Carbon Dioxido Hjdvogeu 
C6H,jO, = 2C3Hs03 = C.H,0., + 200^ + H. 

Thus you see that the formation of butyiic acid from lactic 
acid is attended by the production of the carbon dioxide gas 
which is so important an element iu causing flatulence. 
The free hydrogen which is liberated at once unites with 
ijrgen to form water. Butyric iermentation thus becomes 
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ft powerful reducing agent, that is, an agent active in 
depriving subataucos of their osygen. 

The Bntvi"io fermentation goes on best in a neutral or 
alkalino medium, but may continue in fluids that are slightly 
acid. This accords well with the iaxt that one finds butyric 
acid fermentation only in the stomachs of persons who have 
little or no free hydrochlofio acid. At all events this has 
been my espi;riciice. 

I must remind you in this connection that butter contains 
a small percentage of butj'ric acid united to glycerine. In 
rancid butter this combination of bntyriu add has been 
decomposed by bacteria, and free butyric acid ia liberated. 
A similar liberation of butyric acid may occur in the de- 
composition of butter or cream in the intestine, and probably 
in the stomach. Therefore we cannot be quite sure that the 
butyric acid of the stomach contents has not oome from 
the decomposition of fat, if the subject has recently taJcen 
butter or cream. You will nevertheless find cases where 

?'ou oan assure yourselves that the butyric acid has come 
rom the carbohydrate food. 

A few minutes ago I referred to my Ijeliet that we must 
recognise a form of fermentation in the digestive tract 
accompanied by the production of oxalic acid. It is well 
known that oxalic acid is formed by some bacteria and by 
moulds, but the experimental production of this acid in the 
stomach has only recently been accomplished by one of the 
workers in my laboratory. Dr. Baldwin has succeeded in 
setting up in dogs what seems to be a kind of gastritis that 
is accompanied by the formation of osalic acid in the 
stomach and perhaps in the intestine. The gastritis waa 
induced by giving the animals very lai-ge quantities of 
glucose or saccharose daily for many weeks. It seems 
clear that the carbohydrate material is in some way 
favourable to a considerable production of oxalic acid, 
perhaps because the fermentative products set up gastritis 
and check the secretion of hydrochloric acid ; but we do not 
yet know juat how this Eicid is produced. I suspect that 
the oxalic acid may really come from proteid materiaL In 
a few minutes I shall speak to you again of this subject in 
its relation to oxaluria. 

The different forms of fermentation which I have now 
briefly described to you are to be regarded as normal pro- 
cesses in the digestive tube juat so long as they have no 
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Ebtholomcal effects, either locally or on the organiam at 
rge. It is undoubtedly true that small quantities of lactio, 
butyric, acetic, and oxalic acids may be produced in the 
stomach and intestine without -working any injury. It is 
equally clear that when these substances, any or all of them, 
are formed in large amount, they are capable of doing harm. 
Still we are unable to say at just what point normal fer- 
mentation becomes excessive fermentation. Fermentation 
is excessive whenever we can clearly see its effects in certain 
symptoms, or objective signs, or pathological findings. But 
do not imagine you can exclude the action of excessive 
fermentation merely because a patient happens not to have 
the commonest and most obvious sign of its existence— the 
accumulation of gas in the stomach or intestine. 

The form of excessive fermentation in the stomach with 
which you will most often meet is that in which lactic acid 
ia formed. Lactic acid frequently cannot be detected in the 
normal stomach contents at the height of digestion, but it 
is doubtful whether the formation of a small amount is 
necessarily pathological. Small amounts are often introduced 
with the rood, as in some kinds of bread, in niilk, &c. The 
regular presence of a considerable :^uantity is pathological 
when due to fermentatiou. 

The conditions that favour most the occurrence of lactic 
acid fermentation are apparently those which promote the 
other kinds ot decomposition which I have described to you, 
They are diminished motor activity of the stomach, dilatation 
of the stomach, diminution or absence of free hydrochloric 
acid, and the exoessive use of carbohydrate food, especially 
of sugar. 

Let us now consider the pathological effects of excessive 
fermentation. It is convenient to separate the local effects 
from those which are more general and less direct. 

The local effects of excessive fermentation are due in 
part to the liberation of gas, in part to the hritatiye action of 
other products. The production of gas leads to distension 
of the stomach, often followed by eructations. The patient 
is nsually conscious of a sense of fulness in the epigastric 
region, and percussion indicates some distension of the 
stomach. In many persons the distension leads to nothing 
more than sUght discomfort, hot, where the heart is weak 
and irritable, disagreeable and even alarming cardiac sensa- 
^^U)ns may follow the upward pressure of the stomach. It 
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the liberation of gas oontinues abundaQtly in the inteatine, a 
very considerable degree oF abdominal distension is the 
result. This is sometimea a very trying symptom. After a 
time the distension is attended by the free passage of gas by 
the anus, which gives the patient relief. Please remember 
that extreme distension of the intestine is sometimes appa- 
rently the cause of severe abdominal pain. The gas which 
distends the stomach and intestine is chiefly carbon dioxide, 
hut at times the stomach contains a misture of carbon 
dioxide and hydrogen gas. This hydrogen gas comes chiefly 
from butyric acid fermentation. 

It htis been contended that over- distension of the 
stomach by gases resulting from fermentation ia a cause of 
motor insufficiency. It ia difficult to prove to what extent 
tbo gas impah's the capacity of the stomach to carry on thu 
motions which lead to the churning and expulsion of the 
food, Tiie state of the innervation of the stomach walls ia 
perhaps the most important element in determining the 
motor efficiency of the stomach ; but I think it probable that 
frequent over- distension distinctly aids in reducing the 
motor power of the organ. Thus the gas foi-mation may be 
indirectly accessory to the development of dilatation. It ia 
said that pyloric cramp is sometimes a consequence of over- 
distension of the stomach, and that this cramp favours the 
undue retention of food within the organ. Possibly this is 
so, but I question whether it is a leally important element 
in the causation of disease of the stomach. 

The influence of the products of excessive gastric fer- 
mentation upon the stomach has never received the attention 
it deserves. That alcohol is capable of setting up what we 
call a cataiThal gastritis is well known, but it is far from 
clear that alcohol is ever formed in sufficient amount from 
fermentation to occasion even slight gastritis. Neither have 
we positive infoiTcation in reference to the individual action 
of lactic, butyric, acetic, or formic acid. We know that each 
of these acids is capable of acting as an irritant, and of thus 
impairing the normal secretory fimctiona of the epithelia of 
the gastnc mucous membrane. Even in presumably norma! 
stomachs these acids, and especially butyric and formic 
acids, are capable of setting up a distinct disturbance of 
function, inclusive of impaired secretion of free hydro- 
chloric acid. In persons who already have an acute or 
chronic gastritis even very small quantities of these acids 
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are capable of giving rise to local pain or to an increase in 
local pain or diacomfort, probably with further depression 
of the secretory functions of tha cells. I shoEld tell you, 
however, that experiments on pigs and on dogs, made in my 
laboratory, show that healthy animals are capable of taking 
very large amounts of acetic acid and of lactic acid for months 
at a time without any obvious disturbance in gastric function. 

The influence of the products of excessive feimentation 
on the secretory activity of the human stomach is apparently 
not always the same. We may say that, as a rule, the 
persistence of escessive fermentation for a long period of 
time is followed by a diminution in the quantity of free hydro- 
chloric acid that is secreted. I have very frequently found 
such a diminution in cases where the symptoms or signs of 
escessive fermentation have been long continued. In this 
connection it is of some interest that we have succeeded ou 
two occasions in giving rise to what is apparently a mucous 
gastritis in dogs by prolonged feeding on meat and escessive 
quantities of sugar. In these cases there was an absence of 
free hydrochloric acid at the time of the acute gastritis. 
What products of fermentation are responsible for the 
repression of hydrochloric acid secretion I am unable to tell 
you. Perhaps some of the organic acids are responsible. 
In one of the experimental cases I found formic and butyric 
acid, but no acetic acid. It is possible that some bodies are 
concerned of whose presence we are entirely ignorant. 

There are cases of excessive secretion of free hydrochloric 
acid in the human subject tbat appear to be closely I'elated 
to an increased degree of carbohydrate fermentation. Thus 
we sometimes find patients who, on a diet greatly restricted 
in carbohydrates, have a normal content of frse hydro- 
chloric acid, but who promptly secrete an excess of this acid 
when they lake cai'bohydrates freely. Such persons again 
show a return to a normal secretion of acid on being out off 
from carbohydrates. Perhaps different fermentation products 
are here implicated than in cases where the hydrochloric 
acid is deficient, but it is also possible that the same irritants 
are capable of cheoking or exciting the secretion of hydro- 
chloric acid according to different and little -understood 
susceptibilities of the secretory nervous mechanism. 

I think we are fully iuetified in believing that many cases 
of chronic gastritis are dependent on excessive fei-mentative 
activity in the stomach. It seems to me that my experiments 
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in the production of acute gastritis in normal dogB, by 
merely giving a large excess of sugar together with meal, 
indicate that the factor of erroneous feeding is quite BufSoient 
to excite this condition. Clinical experience certainly proves 
that gastritis may be excited in this way both in children 
and adults. In the case of children we sometimes have an 
opportunity to ti-ace the acute gastritis directly to excess in 
carbohydrates ; in adulta the conditions are usually more 
complex, both as regards the nature of the food and the 
presence of other factors than diet. 

It has been suggested that the occurrencuof gastric ulcor 
is favoiu^d by fermentative disturbances, possibly through 
esciting the excessive secretion of free hydrochloric aoid, 
which, as you doubtless know, is commonly present in 
gastric ulcer. While such a possibihty cannot perhaps be 
denied, it does not strike me as a probable view. 

I have DOW described to you some of the effects of fer- 
mentative processes on the functions of the stomach. Let 
us see what derangements of intestinal function can reason- 
ably be ascribed to them. The intestinal distension due to 
the formation of carbon dioxide I have already mentioned. 
The derangements due to the formation of in'itative products, 
such as fatty acids, lactic acid, &c., ai'e less easy to trace than 
in the case of the stomach, because the fermentative decom- 
position is almost always associated with putrefactive 
decomposition, which is in itself capable of yielding irritant 
substances. 

There are, however, three clinical features of esoGSaive 
intestinal fermentation besides flatulence which deserve odi 
notice. These are, first, diarrhcea and colic from exoesdvs 
production of acid ; secondly, changes in the appearance and 
character of the fEeces, not including diarrhoea, due to the 
excessive production of gas and of acid ; and thirdly, a lose in 
weight and in strength dependent on a loss of food pot«ntiftl- 

That diarrhcea may be a consequence of the presence of 
an excessive amount of acid in the intestine is indicated by 
the result of cUnioal experience with the therapeutic use of 
lactic acid, which has often oaused diarrhoea. The aod 
wliioh I have most often found in diarrhceal discharges after 
the excessive use of carbohydrates is acetic acid. I have, 
however, made only a few observations on this subject, which 
is certainly worthy of further study. Butyric add is 
probably another agent capable of causing diarrhoea. It 
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is not surprismg that aa organic acid liku aocLiu ncid 
should be capable of setting up active peristalsis and of 
clearing out the ooateEta of the intestine. 

The aocumuktion of small bubbles of gas in the intes- 
Utial contents gives i-ise to an alteration in the colour' and 
consistence of the fteces in cases where there is excessivu 
carbohydrate fermentation. The Taeces are soft, often more 
soft than is normal, in consequence of the admixture with 
gas, This soft consistence of the fieces sometimes helps to 
securo (i-ee movements of the bowels in persons who become 
oonatipated when fermentation is less exoeesive. In conae- 
quence of their gas content the fseces float on water. The 
admixture with gas causes also a change in colour. Instead 
of being dark brown the movements are light brown or even 
yellow. At first sight it may appear as if the stools were 
deficient in bile-colouring matter, but this is not necessarily 
the case. If you have ever watched the making of molasses 
candy, you can easily understand the change in colour that 
is brought about by the admixture of air. Molasses is dark 
brawn at the beginning, but on being ' pulled ' grows lightev 
and lighter, and finally becomes light yellow, The phe- 
nomena of coloui' change iu the case of the fermented fteces, 
though less agreeable to think about, are vei^y similar in 
naturs. 

The third eSect of an excessive fermentation of carbo- 
hydrate food— loss in nutritive potential — is an important 
one if long continued. An adult human l)eing ordinarily 
consumes 300 or 400 grams of carbohydrate material in 
twenty-four hours. You will remember that I told you the 
caloric value of one gram of carbohydrate is 4'1 calories. 
The caloric yield from, say, 300 gi-ams of carbohydrate is 
thus about 1,200 calories, or nearly one half the total 
requirements for twenty-four hours. Suppose, now, that 
owing to excessive fermentation one third the potential 
caloric value of the carbohydrate nutriment is destroyed 
through the conversion of sugar or starch into carbon 
dioxide and fermentative products of low caloric valuo, such 
as acetic acid, lactic acid, &c., which are only partially 
absorbed. This hypothetical caloric loss is so consider- 
able that it is necessary for the aubject to eat an increased 
amotmt of fats or proteids to save his tissues from waste, 
fVequ«itly it happens that, owing to the simultaneously 
. distttibed digestion of proteids, it is not possible to fully 
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lives to some extent on his tissues in order to meet 
caloric requirement. Hence he loses weight and atrength. 
This is, I oelieve, a very common cause of imder-nutrition. 
It is true that the excessive decomposition of proteid often 
contributes to this result. Excessive decomposition of fats 
by bacteria leads to the production of fatty acids in exoesB, 
but these may be abaorbbd and utilised. Thus it is mainly 
to the carbohydrate and proteid losses thtbt v?e have to refer 
the decline in weight that accompanies prolonged fermenta- 
tive disturbances. An accurate calculation of the loss of 
food potential incurred in disease in consequence of excessive 
fermentation is impracticable . 

J is of some interest to Itnow that the formentativo 
process begun in the intestine continues actively outside the 
body. This fermentation outside the body has been care- 
fully studied. It has been found desirable to distinguiBh 
rathei' sharply between the fermentative process which 
represents the continuance of the decomposition of sngan, 
starches, and cellulose, begun In the digestive tract, and that 
later decomposition which begins after about two days. 
This late fermentation apparently has no clinical significance. 
It ia a putrefactive as well aa a fermentative process. The 
early fermentation, on the other hand, gives us some in- 
formation as to the nature of the decomposition in the 
intestinal tract. The chief featm-e of this early fermenta- 
tion is the formation of a considerable quantity of gas with 
increasing acidity of the fiBces. The gas consists of carbon 
dioxide, methane (CHi) or marsh gaa, and free hydrogen. 
These three gases are present usually in proportions that do 
not differ very widely from 17 : 4 : 1 respectively. ThiB 
carbon dioxide is thus present in great excess. The acids 
formed are chiefly butyric and acetic, sometimes one, some- 
times the other preponderating. Apparently the acids 
formed are the same as those produced while the fffices are 
still in the intestine. Small quantities of sulphuretted 
hydrogen (HaS) may be formed, and there may be some indol 
and phenol formation, but these are features of seoondar; 
importance. The early fermentation usually ceases. O' 
greatly diminishes, after the lapse of two days. It is nol 
yet clear to me that the study of the f»oa! fermentation 
outside the body is likely to prove distinctly helpful for 
clinical purposes. 
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There are two questions connected with the influence of 
excessive fermentation on intestinal digestion which will 
very probably suggest themselves. First, may an excess of 
acid products occasion catarrhal inflammation of the small 
intestine ? Secondly, what effect on intestinal digestion is 
exerted by the escBssive acidity of the intestinal contents ? 
I am unable to inform you satisfactorily on these important 
points. We have no direct evidenoe that the organic acide 
formed during excessive fermentation are the cause of 
intestinal catarrh, but are justified in suspecting that the 
irritants known to be capable of setting up diarrhceal stools 
are also capable of setting up various grades of what we 
call catarrhal inflammation, i.e. of inflicting injury on the 
epithelial structures of the intestine. It is probable, how- 
ever, that the effect produced by these acids Is often exerted 
id association with irritants resulting from excessive putre- 
faction. 

As regards the efi'ect of the organic acids on pancreatic 
digestion we know very little. It has been claimed that an 
excessive acidity of the intestinal contents operates to cheek 
putrefactive processes. It is perhaps true that this is so, 
bnt I know of no good evidence of it. We know that 
excessive intestinal putrefaction is not incompatible with 
excessive fermentation, if we may judge by the ethereal 
snlphates of the urine, the indiean, the phenol, &c. It is 
indeed possible that by checking or slowing the action of 
the pancreatic ferments, which act best in an alkaline 
medium, the decomposition of proteid food is distinctly 
favoured. The conditions are so complex that it is not 
singular our knowledge of what occurs in the human subject 
should be so restricted. 

I wish now to consider with you the more remote effects 
of excessive fermentation— effects manifested chiefly by 
certain symptoms of a general character, and by alterations 
in the composition of the urine. The loss of caloric potential 
from excessive desti-uction of carbohydrates we have already 
considered in its relation to the nutrition of the body. 

As regards the subjective state of the patient we are as 
yet unable to distinguish clearly between the effects of 
excessive fermentation and excessive putrefaction. Many 
persons who have the objective evidences of excessive 
feomientation of carbohydrates — abdominal distension, escape 
ol large amounts of gas, active formation of gas and acid in 
the feeces, ic. — have also headache, or drowsiness, or mental 
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depression, or general malaise when they have indulged 
freely in carbohydrate b. How these aymptoma are brought 
about wa do not know, and it seems almost idle to speculate 
as to their origin in the present state of our knowledge. We 
cannot even be certaui that they are due to the products of 
fermentation as distinguished from those of putrefaction, 
because, as I have already suggested, CKcessive deoom- 
position of sugar and starches may indirectly favour the 
excessive decomposition of proteids. We could perhaps 
make some inference on this subject by a careful study of 
the relation between the natm'e of the food and the content 
of the m-ine in putrefactive products, but such observations, 
carefully conducted, are still wanting. It appears to me 
probable, however, that the products of excessive fermenta- 
tion are capable in themselves of inducing effects of the 
kind I have mentioned, namely, headache, drowsiness, and 
depression. These effects are most often observed in persona 
who have long been troubled with fermentative dieturDanees. 
Which products are involved it is of course impossible to 
say. One thinks naturally of the fatty acids, lactic acid, and 
alcohol. But we know that the fatty acids, such as acetic 
and formic and butyiic, are readily burned in the body, uid 
that only a small part of the acids absorbed are found Batin 
in the urine. The same is true of lactic acid. These vanons 
acids when absorbed either are burned into CO, and HjO or 
are neutralised by bases such as sodium and ammonium and 
appear as salts in the urine. It is certainly an open 
question whether these unburned acids are capable in small 
quantities of acting in tbe human system so as to cause 
functional derangements. One has to remember that Uiey 
do not reach the nervous system as free acids, but aa sails, 
and that hence we should expect relatively httle distorbanoe 
to arise. Where alcoholic fermentation is active it is possible 
that enoagh alcohol is formed and absorbed in some inatanoee 
to occasion drowsinesa. You know that the influence of 
alcohol in bringing on drowsiness varies much with individo^ 
susceptibility, and that we occasionally see persons in whom 
small doses of alcohoUc drink occasion slight somnolence. 
There is no proof that alcohol is ever formed in suflScient 
amount in the digestive tract to be a cause of the mentti 
hebetude and drowsiness which are not uncommon in persons 
with fermentative disturbances. Still the possibihty thai , 
this is BO deserves further attention. I 
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■ Sxcessive fermentation in the gastro- enteric tract, it long 
Oontinued, appears to me to be an important factor in 
bringing on varioua nervous symptoms belonging to the 
category of aenraBthenic derangements, As a mle, neura- 
sthenic persons give indioation of excessive putrefactive 
deoompoaitiou as well as excessive fermentation, and I shall 
postpone what I have to say on the relation of neurasthenia 
to these processes until we have discussed the chief types 
of putrefactive deoompoaition in the digestive tract. 

Among the remote effects of excessive fermentation are 
certain alterations in the composition of the urine. The 
alterations include changes in the aoidity of the urine, ftn 
increase in the uric acid of the urine, the presence of volatUe 
fatty aoids such as acetic, formic, &c., and the presence of 
Goasiderable amounts of oxalic acid. 

The acidity of the urine in states of excessive fermenta- 
tion is sometimes normal, sometimes increased, and some- 
times diminished. Why the acidity ia increased at times I 
am unable to explain to you satisfactorily. The acidity of 
the urine depends, as you know, on the presence of acid 
salts, especially the acid phosphates and the acid sulphates. 
The increased acidity of the urine appears to he associated 
with an increase in the amount of these acid aalta. It may 
be that when organic acids, like acetic and formic, are 
absorbed from the intestine in such amounta that there is an 
appearance of formates and acetates in the urine, a portion 
of the sodium or potassium which would ordinarily go to 
form neutral phosphates and sulphates is diverted for the 
neotralieation of the acetic and formic acids, Such a diver- 
sion of these bases would diminish the quantity of neutral 
phosphates and sulphates, and correspondingly inorease the 
proportion of the acid phosphates and sulphates. This 
would, of course, cause an increase in the acidity of the 
urine. I find some experimental support for this explana- 
tion in observations made on pigs that were fed either on 
large ajnounts of sugar or were given very large doses of 
acetic acid. In each instance the urine, which is normally 
neutral or slightly acid, became markedly acid, and salts of 
the volatile fatty acids were found in the excretion. It ia 
also true that in persons whose urine is excessively aoid, 
and who show the signs of excessive fermentation, the with- 
drawal of bread, potatoes, sweets, and fruits is often quickly 
* " iwed by a fall in the acidity of the urine. It would be 
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interesting to know more of the behaviour of the tatty acids 
in suoh cases ; but the conditions determining the acidity of 
the urine are much more complex than I have indicated, 
and I wish you to understand that I regard my esplanation 
as representing only one factor in the production of escea- 
sive acidity of the urine. Let me remind you, in passing, 
that whatever causes greatly concentrated urine causes an 
increase in acidity. If, therefore, fermentative products 
cause diarrhoea, a highly acid but concentrated urine is one 
result. The excessive acidity may thus be due entirely to 
the unusual concentration. 

The low acidity of the urine which we sometimes observe 
in persons suffering from fermentative excess in the diges- 
tive tube is probably to be explained, in some instances at 
least, by the formation of carbonates. You kno^ that the 
organio acids are burned in the body with the formation of 
water and carbon dioxide. Now a part of this carbon 
dioxide may escape as such from the lungs, but another 
portion, perhaps, unites with ammonium to form ammonium 
carbonate, and increases the alkalescence of the blood. This 
would have the effect of rendering the urine less acid. It 
may also be that excessive carbon dioxide in the gut leads, 
on being absorbed, to a diminution in the acidity of the 
urine. It is very easy to satisfy ourselves of the influence 
of an excessive amount of intestinal carbon dioxide on the 
reaction of the urine. If you take a normal dog that is 
making an acid urine, and pass a current of pure carbon 
dioxide into hia stomach for an hour, you will find that at 
the end of this time the reaction of the urine ie no longer 
acid, but neutral, or even alkaline. The same effect oan be 
obtained in a somewhat different way. Give the dog a 
strong solution of cane sugar, to which you have added an 
ordinary brewer's yeast oake. In a short time the urine will 
be found to be neutral. I cannot explain these observationfl 

The suggestion that an unusual amount of carbonio add 
in the blood influences the urine through the elimination of 
ammonium carbonate is in opposition to my observation 
that the introduction of GO5 into the stomach was not fol- 
lowed by an increased elimination of ammonia. On tha 
other hand, I have known the administration of cane sugar 
and yeast to a dog to be followed by the appearance of 
carbonates in the urine, 

The degree of aoidity of the urine is probably the 
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^^Hnoomti o£ ibe operation of several different fiiotorij, of which 
^^Phave mentioned only two possible ones. TliesB two factors 
—the formation of acetates, fovmat^a, &o., and the forinution 
of carbonates in the blood — are perhaps capable of antago- 
nising each other. 

It must be clear to you that the acidity of the urino in 
pathological conditions is a subject that urgently demands 
careful investigation. 

You will notice that many of the patients, in whom 
there are distinct evidences of fermentative excess, pass 
their mine more frequently than noi'mal. Instead of empty- 
ing the bladder four or five times in the day, they do so 
seven, or eight, or ten, or even a dozen times. I used to 
think this depended on the presence of an excessively acid 
uriae, and you will, indeed, find that an exaggeration of 
acidity of the urine is a common accompanimem of this 
symptom. The mere administration of an alkali will reheve 
the symptoms in suoh cases. There are, however, not a 
few exceptions. The irritation of the bladder that leads to 
frequent micturition may arise from various causes con- 
nected with the composition of the urine, and of these the 
acidity is only one. What peculiarities in the make-up of 
the lu-ina are capable of exciting the bladder to more 
numerous expulsive efforts it is not entirely clear. I have 
noticed that this irritability, traceable to digestive disorder, 
may coexist with a neutral urine, and in this connection 
have been interested in the observation made in my labora- 
toi-y that dogs can be made to pass urine veiy frequently 
by feeding them on sugar and yeast. An excessive carbo- 
hydrate meal has a similar effect on some persons. Whether 
putrefactive products, such as phenol-aulphui'ie acid and 
uidosyl -sulphuric acid, have this effect when present in the 
urine in excess I camiot tell you, hut I suspect that these 
bodies may act aa irritants to the bladder. 

An increase in the excretion of uiic acid, as compared 
with the total nitrogen of the urine, occurs in some patients 
after the excessive use of carbohydrates, and appears to be 
connected with excessive fermentation. I suspect the effect 
to be an indirect one, in the sense that the fermentative 
products excite slight gastritis, and that the gastritis leads 
m some obscure way to the increased production of uiic 
lipid from the excessive kataboUsm of cell nuclei. It seems 
^^^ely that the gastritis acts so as to derange digestion with 
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tlie formation of putrefactive as well as fermentative 
products, and that the absorption of these substances 
leads to the abuormaJ breaking down of oell nuclei. I 
hope to make this matter clear when we discuss the so- 
called ' uric acid diathesis.' At present I ask you only to 
remember that in many persons, especially persons -vvith 
chi-onic gastritis, the use of sugar and starches in abundance 
is followed by obvious digestive disturbances associated with 
the excessive excretion of uric acid. 

As regards the presence of the salts of the fatty acids in 
the urine we have very tew facts. I have found acetates 
and formates present in the urines of persons who have 
markedly excessive fermentative derangements. These ob- 
servations are, however, not free from error, because fatty 
acids are apt to be found even in the early stages of the 
decomposition of the urine outside the body and before the 
reaction has become alkaline. Only when quite fresh m'ine 
is used can wo feel sure that oui* results are reliable. 

1 have already intimated to you that osalio acid appears 
in the urine as tnc result of fermentative processes in the 
gastro -enteric tract. While it is only fair to say that such 
an origin has been suspected by some writers on the subject 
of oxaluria, the first positive proof that the oxalates of the 
urine may arise in this manner was famished by Dr. Helen 
Baldwin, working in my laboratory. After many disappoint- 
ments Dr. Baldwin succeeded in producing experimentally 
in dogs a state of pronounced oxalnria. The animals wore 
fed on meat and on large quantities of cane augai' or 
glucose until a state of excessive fermentation, acoompanied 
by gastritis, was induced. At the time when (he oxalates 
were most abundant in the urine there were distinct indica- 
tions of acute or subacute gastritis. The gastric contents 
then contained oxalic acid, and it was possible in some 
instances to induce a considerable production of oxalio acid 
by inoculating a medium of sugar and albumoses with 
material from the gastric contents. As beef contains the 
merest traces of oxalic acid, and cane sugar contains none, it 
is clear that the oxalates of the m'ine cannot have been 
derived from oxalates preformed in the food. I consider it 
clear that human ox&Iuria may arise during carbohydnts 
decompositions in the digestive tract under oonditiona at 
present imperfectly understood, for there are cases where 
oxalates continue to be found in the urine long after the 
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patient has ceased to t&ke food contnitiiug oxalic acid. 
Permaaent diminution or absence of free hydrochloric acid 
in the stomach contents appears to be a condition favour- 
able and perhaps essential to the development of this 
fermentative osaluria. Perhaps the presence of a small 
amount of proteid is also necessafy. 

But I wish to avoid giving you the impreaaion that an 
abundance of oxalates in the urine can arise in no other 
way than through excessive fermentation. Any person who 
eats freely of articles such as tomatoes, spinach, rhubarb, 
&a., which contain an abundance of oxalia acid, ia hable to 
have a considerable amount of oxalic acid in hia urine, 
Some writers have, indeed, erroneously ascribed all osaluria 
bo this cause. It seems to me likely that in many Inatanoes 
the oxalates in the urine are due both to their presence pre- 
formed in the food and to their formation by fermentation 
or putrefaction. If the oxalates are present in the urine 
after removing the articles of diet that contain the oxalic 
acid, you may feel sure that you are dealing with a case of 
lernaentative or putrefactive oxaluria. Yon will hnd that 
most patients get rid of their oxaluria very quickly on a diet 
consisting largely of milk. 

Since it is true that the oxalic acid which occurs in the 
food may be a source of oxaiatas in the urine, you will not 
unnaturally ask what pathological significance is to be 
attaobed to Che occun'ence of oxalate crystals in the urine. I 
cannot enter upon the discussion of this aubject as I should 
like to do if the time allotted to us were longer. I shall tell 
you only the conclusions I have reached without entering 
mto detail as to my reasons for reaching them. A small 
number of crystals of oxalic acid in the sediment usually has 
no pathological significance. An abundant precipitate, 
ooourring regularly, indicates the presence of more oxalate 
oE lime in the urine than is usual on an ordinary mixed diet. 
If the patient ia taking only a moderate amount of oxalia 
acid with the food, it ia probable that the abundant separa- 
tion of crystals indicates an additional cause of oxaluria — 
namely, carbohydrate fermentation. But you cannot be 
certain of this unless oxalates are present in the urine after 
the patient has ceased to have them in the food for five or 
six days. The appearance of oxaluria during excessive 
feiToentation points to chronic gastritis or to acute or sub- 
acute catarrhal processes in the gastro-enteric tract. To 
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Ehese catarrhaJ disturbaDces acid their effects on intGstinal 
fermentation and putrefaction we may rationally attribute 
the depresBion of spiritB which is often noted in persons who 
habitually have an abundance of osalates ; but we have no 
good reason to suppose that any symptoms aie referable to 
the action of the oxalates on the nervous system. The flow 



of urine may be increased by the irritative action of the 
oxalates on the kidney ; but this is probably an exceptional 
effect. Of course, the separation of o-^alates leads ofteu to 
the formation of calculi in the bladder ; but as we are not 
now especially concerned vrlth the mechanical consequences 
of oxaluria I shall merely refer to this result. 

We have now reviewed some of the leading facts relative 
to the chemical nature and clinical consequences of excessive 
fermentation in the gastro-enteric tract. While many of the 
things I have told you are generally known, I have perhaps 
been led to dwell on the subject more especially as it appears 
to me in the light of personal experience. I am clearly con- 
scious of having touched but superficially on the proolema 
connected with the pathology of excessive fermentation, but 
trust that what I have told you may be of some practical 
service, and may aid you in thinking about certain clinical 
phenomena, pei-naps with the result of adding to our know- 
ledge. 

The putrefactive processes that go on in the digestive 
tube are of even greater importance to the organisoi than 
tlie decompositions that occur in the carbohydrates. The 
products of fermentation u,re for the most part harmless 
unless they ate formed in considerable amount. The products 
of putrefaction are more likely to be harmful, because, as I 
hnive already explained to you, these products consist in part 
of toxic nitrogen -holding or sulphur-holding substances. A 
modeitite amount of putrefactive decomposition is, of course, 
entirely normal, and may even be useful in helping Ihe 
process of peptoniaation. We can draw no sharp line 
between the moderate putrefactive activity on the part of 
bacteria which we can safely cfiII normal, and the excessive 
activity which ia clearly pathological. 5ou might auppose 
that the clinical conditions would enable one to form a 
decision on this point, and very often this is the ease ; but it 
is by no means always so. A robust individual may for 
some time show chemical evidences of excessive intestinal 
putrefaction, without having any symptoms that can clearly 
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I referred to the process. Ultimately 
* eqnivooal symptoms, but there may be a considerable period 
in which your only guide in deciding whether putrefaction 
is normal or excessive is to be found in the amount ajid 
character of the products themselves. Fortunately we can 
learn much about these from a study of the urine. 

Tou may, perhaps, have remarked that the condition of 
the urine is not of the first importance in detecting the 
products of fermentative activity, and that, although the 
urine does teach ub something, the state of the stomach 
contents is far more important. The fermentative processes 
begin in the stomach, and we can without any difficulty get 
at the contents of this viscus and determine the nature of 
the fermentation. The urine does not help us more because 
of an obvious bnt important fact, namely this, that the 

Eroduets of excessive fermentation — alcohol, acetic acid, 
LCtic acid, &b, — all belong to the fatty acid aeries. Now the 
products belonging to the fatty acid series are more or less 
readily burned in the body to carbon dioxide and water. 
Hence they do not to any considerable extent pass into the 
urine to tell us of what is going on in the digestive tube. 
The conditions are very different in the case of the products 
of excessive putrefaction. The putrefactive processes, as you 
are well aware, go on in the iutestine, the stomach being 
only exceptionally the seat of putrefactive decomposition. 
We cannot get at the contents of the intestine at the place 
where putrefaction begins and ia most active. We have 
therefore to rely chiefly on the urine, and we are indeed able 
to depend on it for the information we need. This is owing 
to the fact that very many of the products of putrefaction 
contain an aromatic nucleus, or at least a modified aromatic 
nucleus. This is, of course, due to the chemical nature 
of the proteid molecule, which readily yields aromatic 
bodies or bodies containing modified aromatic nuclei. But 
as the carbon atoms of the benzol nng and its derivatives 
are very closely united, the ordinaiy cellular activities of the 
body are incapable of disrupting the aromatic nucleus. As 
a result of this many aromatic bodies iippear in the urine in 
connection with intestinal putrefaction, and serve as im- 
portant indices of the character of the proteid decomposition 
in the intestine. 
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The ethereal sulpbatea as evideiioe of intestiiial putrefaction — Union ot 
phenol, kreaol, mdol, and ekatol with anlphnrlo acid— Amount of 
ethereal sulphates excreted in health and disease — Impoitau 
the ratio of ethereal and preformed sulphuric acid — Evidence that 
the ethereal snlphatea are derived from putrefactive decomposition 
of proteids in the intestine — ObaeTvatian oE Baumann — ^Inteatinal 
distnlbancea and excessive putrefaction ; inSuence ot constipation 
and intestimil ocelasion — Increase of ethereal sulphates due to putre- 
faction oatside the gut or to use of aromatic drugs — 'I'oxio action of 
aromatic products ; influence of conjugation with anlphurio acid — 
Diaappeanuice of preformed sulphates in poisoning by carbolic acid 
— Olyouronic acid — Phenol and kresol — -Indol and indioan — Wha- 
constitntes an ezeeea of indican — Clinical states attended by excest 
aiye indican in the urine — Probable influeace of diministied secretion 
of hydrochloric acid and of the bile and pancreatic juice — InHuence 
ot Uie colon bacillus group — Toxic ptropertiea of indol ; personal 
observations— Other products of ptoleid decomposition — Aromatic 
osjaoids — Hjdrogen aulphide ; conciLtioiiH favouring its production — 
CjBtinuria — AUcaptonuria — Ncurin a]id choUn — Distinctions between 
septiciemiaB and intoxications of gastro- intestinal origin — Botulism 
— Treatment of exoessive fermentation and putrefaction in the 
digestive tract — Importance of hygienic measures— Intestinal 
antiseptics. 

This morning I intend to tell you something about the 
difierent types of putrefaction that occur in the human 
intestine, and also something about the relation of these 
different kinds of putrefaction to various symptoma of 
disease. Having done this I propose to sketch for yon the 
therapeutic measures that should be taken to secure a 
reduction in the intensity of the fermentative and putre- 
factive processes in the digestive tract. 

At our last meeting I intimated to you that we had 
entered upon the examination of an obscure and difficult 
lield of knowledge. I wish to repeat what I said on 
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that occasion because it seema to me easential for you to 
realise that we are travelling on what ia still virtually 
terra incognita. It is essential to realise that our ideas of 
the processes I am sketching for you are crude, incomplete, 
and destined to undergo considerable development in the 
coui-ae of further research. And I may say that I know of 
no field in experimental medicine that ia more likely to 
repay intelligent investigation with a richer hai-vest of 
practical results. 

The best index of tlie extent of intestinal putrefaction 
that is known to us at present is to be found in the ethereal, 
combined, or aromatic sulphates of the urine. These 
sulphates result from the combination of sulphuric acid with 
aromatic substances formed in the intestine and absorbed 
from it. Now, as these aromatic substancea result from 
putrefaction of proteid in the intestine, the total amount of 
ethereal sulphates which appear in the urine is roughly 
indicative of the amount of the aromatic putrefactive 
products. 

The sulphuric acid in the urine exists ouly in part as 
ethereal sulphates ; the greater portion ot the acid ia present 
aa neutral aalta of the alkalis, sometimes in part as acid salts 
of the alkalis. In studying the putrefactive processes in the 
urine it is important to Know not merely how much sul- 
phuric acid is combined with aromatic aulistancea, but also 
how much is present in the form of the salts of the alkalis- 
preformed sulphates as they aie aometiineB called. If we 
know the quantity of preformed sulphates and also the 
quantity of the ethereal or aromatic aiiphates, we have the 
advantage of obtaining the proportion which exists between 
the two, and this is a help in deciding whether or not there 
is an excessive degree of putrefaction in the intestine. 

The preformed or neutral salts of the urine hold sulphuric 
acid which is derived in part from the food, but chiefly from 
oxidation within the cella of the sulphur belonging to the 
proteid conatituenta of the cells. This sulphuric acid is, 
therefore, an index of the intensity of metabolisai, in the 
aaine way that the urea of the m-ine indicates the activity of 
cell metabohsm. As might be expected the sulphuric arid 
of the preformed sulphates runs nearly parallel to the 
nitrogen of the urine. In amount it varies from one to threa 
grams daily. 

The sulphuric acid in aromatic or ethereal combine- 
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oooiira chiefly in union with four different aromatic 
idnots of putrefaction. These are phenol and kresol, 
indol, and methylindol ov skatol. Phenol sulphuric acid ia 
CbHbO.SO^.OH ; kresol sulphuric acid is C^HtO.SOj.OH. 
Aa indicated by these formulte hoth phenol and kresol 
combine directly with sulphuric acid. The case is different 
with indol and fikatol. Here the synthesis with sulphuric 
aoid does not occur until a, process of oxidation has occurred. 

Thus indol CfiH,/ ",. 

\nh/ 



CH 13 first oxidised to the radicle 

indoxyl CiiH</ J^CB. before the formation of iudoxyl- 

,C(O.SO,H). 

sulphuric acid CbH.C J^jCH. In a similar way 

methylindol or skatol ia oxidised before conjugation with 
sulphuric acid to form skatol sulphuric aoid. 

Besides these four aromatic combinations with Bulphuric 
acid there are others less well understood which probably occur 
in the urine in smaller amounts. The ethereal sulphates are 
thus dependent on the presence in the urine of a number of 
different aromatic substances which vary individually in 
(juantity and in their total amount. The total amount of the 
ethereal sulphates present in the urine in twenty-four hours 
varies considerably in health — so considerably indeed that it 
is very difficult to state arbitrarily what are the normal 
limits. Prom my experience I should be inclined to say 
that in an adult the amoimt is seldom less than 0'12 gram, 
and not often more than 0-3 gram. In children, especially 
in very young children, the amount ia much less. In disease 
the quantity is often considerably larger than 0'3 gram, 
and may reach 0'5 giam or 06 gram. Without special 
analytical procedures it is impossible to say in what propor- 
tion the different aromatic bodies contribute to hold the 
total amount of ethereal sulphurio acid, and such procedures 
are entirely out of the question for clinical puiposes. Thus 
you perceive that a knowledge of the amount of sulphuric 
acid in ethereal combination gives us no clue to the specific 
^^ngture of the putrefaction that is going on within the intestine, 
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since it does not tell us what aromatic bodies are being 
formed. On the other hand, it aftbrds an excellent general 
index of the degree of the putrefactive processes. It requires 
some technical skill to determine the ethereal sulphates with 
accuracy, but I advise you to learn how to make such 
determinations if you propose to practically acquaint your- 
selves with the disorders of nutrition. 

In trying to form an opinion as to whether the ethereal 
sulphates are increased or not it is necessary to know not 
merely their total amount, but their proportion to the pre- 
formed sulphates, or to the total sulphuric acid of the uiine. 
In fact, I. consider the ratio even more important than the 
;il)solute amounts. 

In health the proportion of the combined to the pre- 
formed sulphuric acid varies from 1 to 10 to 1 to 16 in adults 
on a. mixed diet. These figures, though somewhat arbitrarj-, 
are not far from the truth. In conditions of disease the 
proportion often rises to 1 to 7 or 1 to 5, and sometimes the 
amount of the ethereal sulphates is greater than the amount 
of preformed sulphate. 

But what evidence have we that the ethereal sulphates 
of the urine are actually derived from the putrefaction of 
proteid substances iu the intestine ? I can best make this 
clear by indicating to you the historical development of our 
present ideas. It was once thought that the ethereal 
sulphates are derived from the food in much the same way 
that the hippuric acid of the urine has its origin in the food. 
While it is true that vegetable foods contain small amounts 
of material capable of yielding ethereal sulphates, the ordinai-y 
food of man can furnish only a very small portion of the 
aromatic sulphates found in the urine. 

This view of the ethereal sulphates was abandoned in 
favour of the belief expressed by Salkowski that one of tha 
important ways iu which the ethereal sulphates oiise is 
through their formation in the tissues of the body. The 
facts which seemed to give support to this idea were, first, 
that the urine in starving animals often contains large 
amounts of indoxyl-potaasium sulphate, recognisable as ia- 
dican ; secondly, that the ethereal sulphates in starving dogs 
do not disappear from the urine ; and, thirdly, that the indioin 
of the urine is often increased in cases of chronic inanitiM 
in human beings. It is of course easy to see how these fsotB 
might be interpreted to support the theory of the fornaation 
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of the aromatic sulphates outside the aUmentary tract — 
that is, in the tissues themselveB. But the classical 
obaervatioDS of Baumaan soon put an entirely new face 
on the question. These observa-tiona were made upon a 
patient who (or many weeks passed the intestinal contents 
through a fistula in the upper part of the small intestine. 
Baumann found that during the entire period in which the 
intestinal contents were diverted through the hatula there was 
a remarkable diminution in the amount of the ethereal sul- 
phates in the urine, iudol, phenol, and the aromatic oxyacids 
being present in mere traces. As soon as the hstula was 
closed a pronounced increase occuii'ed in the amount of the 
ethereal sulphates excreted by the m-ine. The interpretation 
very properly given these results was that the occurrence of 
putrefaction in the contents of the intestine is the cause of 
the production of the ethereal sulphates, these substances 
appearing in the urine when the ffecea are passed by the anus 
because of the opportunity then given the intestinal mucous 
membrane to absorb whatever putrefactive products are found 
in the gut, but disappearing very largely when the intestine 
is emptied above by the artificial anus, because putrefaction 
of the intestinal contents is only just beginning at this stage 
of digestion, or is wholly absent, and the amount of putre- 
factive substances capable of being absorbed ia exceedingly 
small. Bepeated observations have been made since the 
Baomann experiment, and have fully estabhshed the con'ect- 
nesB of his view of the origin of the ethereal sulphates. 

It would be interesting to make some studies to deter- 
mine whether there are simultaneous variations in the 
excretion of ethereal sulphates and in the number of bacteria 
in the fseces, especially the common colon baciUi. I du not 
kaow that such studies have yet been made. 

We are liable to meet with an increase in the ethereal 
sulphates of the urine whenever any of the aromatic bodies 
already referred to as arising in the intestine, namely, indol, 
skatol, phenol, or kreeol, is distinctly increased. I aay we 
are liable to meet with such an increase under these cir- 
omnatanoes, for it may happen that when one of the 
ordinarily present aromatic bodies is considerably increased, 
the others are present in quantities below the avei-age 
amount. At least it is in this way that I explain to myself 
the increase in indican of the urine, derived from indol, 
which we sometimes find in the uxiae without any 
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corresponding inoreB,se in the total amount of the etheveai 
nnlphates of the urine. 

Since the ethereal sulphates are derived from various 
aromatic substances produced during the decomposition of 
proteids in the intestine, the amount of these sulphates must 
be influenced by the quantity of the individual aromatic 
products thus formed. Kow it is certain that these diSerenl 
products are formed as the result of different conditions of 
bacterial activity in the amall intestine and colon. We are 
not by any means well informed as to the nature of these 
different conditions, and, therefore, it is not possible to give 
a really scientific and fundamental explanation of the 
significance of the increase of the ethereal sulphates. Whnt 
we know of the conditions attending the excessive produc- 
tion of the ethereal sulphates haa to do with more or less 
carefully observed clinical conditions, and not with well 
studied chemical and bacterial processes. Still it is of 
interest to know that in chnical states pointing to intestinal 
indigestion the ethereal sulphates are increased. Although 
positive proof is lacking, it is IJkely that the eases of intestinal 
iudigestion which run a chronic course are dependent on 
chronic catarrhal enteritis. In the acute cases of intestinal 
indigestion there is probably an acute catarrhal enteritis of 
slight or considerable severity, but that histological cfaai^ee 
in the mucous membrane of the intestine are necessary before 
there can be an excessive degree of putrefaction cannot be 
maintained. A very large meal of meat is apt to be followed 
by an absolute and relative increase in the ethereal sulphates. 
The increase of sulphates observed in the course of diverse 
clinical conditions, such as migraine, epilepsy, diabetes, 
jaundice, gastric ulcer, &c., can with much likelihood be 
i-eferred to underlying or associated catarrhal disturbaooes 
in the small or large intestine, or to constipation. 

It often happens that constipation is associated with an 
excess of ethereal sulphates in the urine, and it seems 
reasonable to believe that a delay in the emptying ot the 
intestinal contents is one of the conditions most favourable 
to the multiplication of bacteria engaged in effecting the 
putrefactive decomposition of proteids. There are, howeva', 
instances in which transient constipation appears not to 
increase distinctly the outgo of the aromatic sulphates by 
the urine. 

That stasis of the contents of the intestine is pecu] 



KXCE8BIVE GAaTRO-BWraHlIC FERMENTATION 206 

favourable to the development of putiefitctive bacteria and 
their productB is shown by the ciicumstancQ that oGclusioit 
of the intestine, either large or Bmall, is followed regularly 
by a great increase is the eliminatton of aromatic sulphates. 

This increase has been repeatedly noted both in the 
human subject and in expet'i men tail observations upon dogs. 
The excessive output of the sulphates lasts as long as the 
occlusion continues, and is often found where there is only 
partial occlusion of the large or small intestine. With the 
relief of the obstruction there is a rapid return to normal 
conditions of putrefaction. The evidences of putrefaction 
are less pronounced in occlusions of the upper part of the 
small intestine than in the lower portion or in the colon. 

It is important to recognise that there are two sources 
for the ethereal sulphates of the urine quite unconnected 
with the occurrence of putrefaction in the intestine. The 
ethereal sulphates may be increased in consequence of 
putrefaction in other parts, especially where there ieesLeusive 
suppuration without free drainage. Such an increase has 
bean obsei'ved in abaoeaaes in various parts, in tuberculous 
cavities of the lung, and in cases of empyema. Of coui'se the 
sulphates in auch inatances as these are derived from the 
deoompositioD of proteid aubatances. 

The second source of ethereal sulphates, external Co 
intestinal putrefaction, is found in the use of certain drugs of 
an aromatic nature. Thus there is a marked increase in the 
ethereal sulphates after the ordinary dosea of benzosol, 
salQl, salophen, creosote, and other aromatic substances. It 
is obvious that it will not do to overlook this source of 
ethereal bodies in the urine. You must poaitively exclude 
the use of these much -employed di'ugs before you can draw 
any inference in i-egard to ethereal sulphatus derived from 
intestinal putrefaction. 

IVom tne standpoint of the physician the most important 
question about the aromatic suhstances tornieil in the 
intestine and excreted as ethereal sulphates is whether 
these substances have any toxic action upon the organism. 
As you can readily see from what I have already told you, 
this ijuestion can only be answered satisfactorily where we 
are in possession of a knowledge of the physiological 
properties of the individual aromatic substances split off 
from the proteid molecule in the oourae of infestinal putre- 
faction. In a few minutes I will undertake to tell you 
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Bomething about the properties of two oi these bodies, phenol 
and indol, which have been more thoroughly studied thtin 
the others. In the meantime it may be said that the 
formation of unusually large amounts of the aromatic 
derivatives in the intestine must always be regarded as 
injurious to the organism, although there is as yet no evidence 
that eei'ious injury to the oell structures of the human body 
is ever brought about through the agency of phenol, kresol, 
iodol, or skatol. On the other hand I consider that such 
evidence as we posaesa in reference to this subject indicates 
that the long-continued activity o! some of these substances 
in excess is capable of bringing about various derange- 
ments in the functions of the central nervous system. 

In speaking to you of the chemical defences of the 
organism against disease I told you something about various 
synthetic activities of cells which protect the nervous system 
from the action of toxic substances by combining these 
subatancea in such ways as to render them less harmful. 
Among such aynthetic prooessfis with a detoxicating action 
are the various combinations of sulphuric acid with the 
aromatic bodies of which we have been speaking, We 
have therefore to regard the ethereal sulphates of the urioei 
not as poisonous bodies, but as combinations in which the 
original aromatic bodies, like indol and phenol, have been 
largely deprived of their toxic properties. 

One other point remains to be noted before we take up 
the consideration of individual aromatic bodies. The su^fr 
of sulphui'ic acid is by no means ineshauatible. Hence it ib 
that when the aromatic bodies which undergo pairing with 
sulphuric acid are abundant, the sulphunc Eicid in the 
preformed sulphates is correspondingly decreased. The 
aromatic substances are sometimes so abundant Chat all the 
sulphuric acid available is used in the piiiiing process, with 
the result that the preformed sulphates disappear wholly 
from the urine. We see this well illustrated by oases of 
carbolic acid poisoning. Here the phenol takes all the 
available sulphuric acid to make salts of phenol -sulphuric 
acid in which the sulphuric acid does not react with barium 
chloride. Hence when we add barium chlonde to the urine 
from such a patient there ia no precipitation of barium 
sulphate, because there is no sulphuric acid present as 
preformed aulphate. Thiy behaviour of the urine is of coursi; 
in distinct contrast to Lhu behaviour of uonnal urine, in which 
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the addition of barium chloride causes the prompt g 
of btuium sulphate. 

It would be an error to suppose that the resources of the 
body for the ueutralisation of aromatic substancea are ex- 
hausted when the available Bulphurie acid has been united 
to such substances. Whea this happens, as may occasionally 
be the case in disease, or as frequently happens under the 
administration of drugs of the aromatic series, the aromatic 
substances unite with glycmonio acid, and are excreted as 
glycuronates. This glycuroaio acid, to which I shall refer 
again in speaking of diabetes, is derived from glucose, and is 
only found in the urine in appreciable quantity when it has 
been spared from combustioa by pairing with aromatic sub- 
stances. The relationship of glycuronic acid to glucose is 
suggested by its chemical constitution, which is expressed by 
the following formula ; — 

CHO.(CH.OH)^COOH={C6H,oO,). 

Wo may now consider some of the properLies of the 
individual products of intestinal putrefaction. 

Such observations as have been made upon the phenol 
of the uiine include for the most part the closely related 
kresol. The quantity of these bodies found in the normal 
mine is very small. In conditions of disease there is some- 
times a considerable increase. Thus a distinct increase has 
been noted in obstniction of the intestine, in some cases of 
peritonitis, in antemias, in diabetes, in typhoid fever, and in 
some so-called cachexias. I huve found a very gieat increase 
in a case of carcinoma of the head of the pancreas, attended 
with other evidences of excessive intestinal putrefaction. In 
general it may he said that whenever the ethereal sulphates 
are much increased an excess in the phenol oE the urine can 
be detected. There is, however, some reason to think that 
the phenol output is at times increased out of proportion to 
the output of other putrefactive substances. We do not 
know anything definite about the conditions under which 
the bacteria of the intestine produce phenol or kresol rather 
than indol or skatol or other putrefactive mnteiials. On 
ihiB snbJBCt we have a great deal to learn. At the present 
time we do not really know even the clinical states that arc 
regularly attended oy an increase in phenol. Since no 
special diagnostic meaning beyond evidence of putrefaction 
cat! &t present be attached to the presence of phenol in the 
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urine I shall not touch further on tiiis subject, but shall tell 
you something about the excessive formation of indol, a 
product in reference to which we are somewhat better 
informed. 

Indol is a volatile aromatic substance of fascal odour which 
crystaUises in white glancing crystals, aud is only slightly 
soluble in water. In the intestine it is derived from tho 
putrefaction of proteids, and possibly to a slight extent from 
the decomposition of proteids under the influence of the 
pancreatic [erment known as trypsin. The formula CgH,N 
represents indol, but does not show the linking of the 
uiti-ogen atom contained in the molecule. This is seen in 

ly >CH, which also 

indicates the aromatic nucleus of the product. Indol, like 
phenol, is probably derived from the decomposition of the 
more complex body tyrosin (CoHiiNO^), which, as I ex- 
plained in discussing the proteids, is one of the cleavage 
products of this class of food-stuffs. 

When indol is formed in the intestine as the result of 
putrefaction, or is introduced experimentally, absorption 
rapidly takes place. The indol carried by the portal blood 
to the Hver is there held in loose combination apparently 
with the living protoplasm of the liver cells, a combination 
which is soon replaced by a union with sulphuric acid. It is 
believed that the oxidation of indol to indoxyl occurs before 
this union with sulphuric acid. The indoxyl sulphuric aciii 
thus found in the hver cells, and sometimes iri other cells 
also, probably exists as a potassium salt — indoxyl sulphate 
of potassium (CgHsNOSOgK). This compouDd fini its 
way into the blood in small amounts, and is prompUy 
excreted by the kidneys. It is known as indioan. It was 
called indioan in the mistaken belief that it is identical with 
the indican of plants, and the name has clung to it. 

When the indican of the urine undergoes oxidation 

indigo blue is formed and gives to the luine a characteristic 

blue colour. This indigo blue is not iudioan, but is evidence 

of the pre-existencB of indicau in the urine. The reaction 

by which the change into indigo blue occurs is as follows :— 

2CHHeNKS04 + Oj = CoHioN^O, + 2HKS0. 

ludoxjl-BOlphate of Indigo blue. Apid potasainm 

potaBsiuiii, Bulpbate. 
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The teat for the detection of indican in the nrine is so 
easily and quickly carried out that it is coming to be 
extensively used by practitioner, and there is no excuse for 
a failure on your part to learn to recognise whether the 
urine contains a normal or an excessive amount of Jndoxyl- 
potassium sulphate. 

But how are we to form an opinion as to whether the 
indican reaction ia more pronounced than normal ? I have 
to own that we cannot always reach a conclusion on this 
point, for there is no arbitrary criterion which can be safely 
applied in all cases. It seems to me necessary in every case 
to take into consideration whether the subject you are study- 
ing ia robust or feeble, for a slight reaction for indican in a 
vigorous individual may have no practical significance, 
whereas a reaction of the same intensity in a feeble indivi- 
dual may be indication of the existence of a harmful process. 
The occasional appearance of a slight indican reaction in the 
urine of an adult has no pathological significance, but the 
persistent occurrence of a moderately etiong reaction is 
abnormal and objectionable. It is indeed true that there 
may be none of the obvious signs of intestinal disorder ; but 
if my experience does not mislead me in referencfj to this 
point, the subject whose urine gives a persistently marked 
reaction for indican sooner or later shows clinical evidences 
of impaired intestinal digestion. A Jortiori this is true of 
persons in whom there is a very strong reaction constantly 
or most of the time. It is, however, very important for you 
to recognise a fact which many physicians overlook— namely, 
tbat the local evidences of intestinal disturbances, such as 
flatulence, irregular and foul stools, ioi., may be much less 
important than the remote evidences of excessive intestinal 
pulrefactTon, such as loss in weight and strength, and a 
variety of symptoms of nervous disorder which are usually 
classed as neurasthenic in character, I should not oroit to 
mention to you that the urine of young children is normally 
free from indican. Senator long ago noticed that in newly 
born children the urine contains no indican, and I can con- 
firm this observation as being true of the first months of life. 
My experience indicates that in children under five years of 
age anything more than a trace of indican is pathological if 
it be persistent. 

Still another point of importance in forming a judgment 
as to whether there is excessive putrefaction of j 
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the intestine must be mentioned. You will find it helpful to 
make numeroua ohseivaiions on the lU'ine (bolh on separate 
samples and on the mixed amount for the twenty-four honra) 
extending over a long period of time. If you .find that the 
indic&n reaction grows less as the symptoms improve, and 
it regularly increases whenever the patient shows the 
recurrence of a certain train of derangements, the likelihood 
of a causa! relationship is much increased. On the other 
hand, it the indican and ajTuptoms vary independently and 
not concomitantly, you vrill have to abandon the view that 
the indol formation in the intestine is closely connected with 
the di3turbancea which you are treating. 

The clinical conditions under which one is apt to find a 
considerable increase of indican are numerous and not easy 
to group satisfactorily. In general, it may be said that the 
indicau of the urine is commonly increased in all conditions 
that increase the total excretion of ethereal sulphates. But, 
as I have already intimated, there are numerous exceptions 
to this rule. 

Perhaps it will help you if I enumerate the clinical states 
in which we most frequently find a strong indiean reaction. 
The strongest reactions are obtained in cases of intestinal 
obstruction, and are regularly present in obstructions below 
the middle of the jejunum. In most instances of even 
partial obstruction the in doxyl -potassium sulphate is in 
excess. In duodenal obstructions and obstructJonB of the 
pylorus I have usually found an excess of indiean. M»ny 
of these high obstructions occasion a state of partial starva- 
tion, and, as I shall point out in speaking of starvation, the 
local conditions that exist in tliis state are peculiarly favonr- 
able to intestinal putrefaction. Ordinary constipation does 
not necessarily occasion a strong indiean reaction ; when it 
does the increase is probably connected with associaud 
catarrhal disturbances in the intestine; for such disturbanoes 
are a common cause of excessive decomposition of proteids 
in the intestine. The excess of indiean noted in some cases 
of epilepsy (especially near the seizure) is usually assodated 
with such catarrhal disorders. The same is true, I think, of 
muscular rheumatism. 

Some writers believe that any condition in which the tree 
hydrochloric acid of the gastric juice is diminished or absent 
is regularly associated with a marked reaction for indicaOi 
due to the absence of the antiputrefactive infiuence of the 
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gastric juice. It is certainly true that this is one important 
cause of excessive putrefaction in the intestine, and I think 
that the indicanuria noted so often in chronic nephritis, in 
ansemiaa, in. rheumatoid arthritis, in diahetes, in jaundice, 
and in most instances of chronic gastritis, is due in part to 
the diminished secretion of free hydrochloric acid. Tlie 
relationship, however, is not a constant one, for there are 
cases of achlorhydria where there is no indican, and cases of 
hj^erchlorhydria with an excess of indican. Intestinal 
disturbances attended with impaired secretion of bile or 
pancreatic juice {or both) are usually associated with an 
increase of indican. T suspect that the increase of indican 
noted in pei-sons who masturbate or commit sexual excesses 
is connected with diminution of the intestinal secretions. 

One cause of indicanuria, of which the importance Ims 
been overestimated, is suppurative disease, as where abs- 
cesses become infected with putrefactive bacteria. Another 
condition in which an increase of indican has been considered 
characteristic is tuberculosis. Some observers even "go so 
far as to regard the indicanuria of childhood as highly 
suggestive of tubereuloBis. I look on this view as erroneous, 
and believe that the reason why tuberculous children have 
indican in their urine with such frequency is that they are 
very liable to have digestive derangements. 

If now you were to ask me to enumerate the most 
frequent pathological causes of a decided excess of indican, 
I should reply by saying that these causes are chiefly 
three: {a) diminished secretion of free hydrochloric acid; 
(6) diminished secretion of the intestinal digestive juices; 
UdA {c) the excessive use of proteid food, specially meat. 
Thefirst operates partly by withdrawal of the antiputrefactive 
action of the gastric juices, partly by impaired digestion of 
proteid which exposes these foods to the action of putrefactive 
Dftcteria when they reach the intestine. The diminished 
secretion of the intestinal digestive juices, bile, and pancreatic 
juice acts, I imagine, through exposure of the undigested 
proteid to tbe action of micro-organisms. In many instances 
the impaired gastric and intestinal secretions are associated. 
Of course catarrhal inflammation of the stomach and of the 
small intestine is the commonest and most important cause of 
these diminished secretoiy activities. The influence of meat 
is accounted for by the readiness with which meat yields indol 
during putrefaction. 
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Probitbl) you will now ask wlietliei- we know anything 
about the putrefactive process itself — the process of decompo- 
sition by which indol is formed in such quantities as to 
increase the indican of the urine. The one important thing 
to remember in this connection is that the chief bacterial 
inhabitant of the intestine of permanent and obligatory 
character is also an energetic producer of indol under 
favourable conditions. Of course you are aware that the 
colon bacillus group includes many vaiietios, some of which 
are only weak indol producers. It is also true that other 
species of bacteria are indol makers, and may contribute to 
the formation of the indol made in the human intestine. 
Nevertheless I believe that the indol made in the hiunait 
gut is very largely the product of the colon bacillus acting 
on proteiu material. As I showed several years ago, the 
direct injection into the intestine of a pure culture of colon 
bacilli, in large numbers and in a medium free from indol, is 
followed by a regular and great increase of the indioan of 
the urine. 

The indol production of the colon haciUi is influenced by 
a number of conditions. First, the bacteria themselves may 
grow either more active or less active in their ability to 
make indol. Secondly, when both proteids and carbohydrates 
are present the colon bacillus decomposes especially the 
latter, and thus little or no indol is made until the supply of 
carbohydrate runs low or is exhausted. Perhaps this is one 
reason why milk, vrith its large content ol lactose, is so im- 
unfavourable to the development of indol. Probably, also. 
there is a difference in the readiness with which different 
proteids yield the tyrosln from which indol springs. On 
this point we are not yet satisfactorily informed. The mere 
presence of the lactic acid bacillus in very lai'ge numbers in 
the intestine appears to be a check on the indol production 
of the colon bacilli, notwithstanding the organisms of this 
group are, with few exceptions, capable of yielding indol 
in small amounts if allowed to grow sufficiently long on 
proteid media. 

A question of the first interest in connection with indol 
is whether it possesses any toxic properties in virtue of 
which it is capable of creating disturbances in the humu) 
subject. Not long ago I gave some attention to tins subject 
and went so far as to induce persons to take consideral'l'* 
doses of the pure crystals of indol for the purpose of obseiriiig 
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any pathological eitects that might result. I found that 
the susceptibility to its influence varied considei'iibl}' in 
diflferent individuals. The conclusions I reached are that 
iodol is only moderately toxic to man ; that small doses 
are liable to produce frontal headache and a condition of 
irritability and restlessnesa ; that larger doses may be the 
cause of diarrhcea without other symptoms, oi' may induce a 
condition of marked irritahiUty, insomnia, and mental oon- 
foBion ; and, finally, that the continual absorption of enough 
indol to yield a constant strong reaction tor indican in the 
urine is capable of inducing neurasthenic symptoms. 

In a more recent study of indol and phenol I have made 
some more observations on the manner in w liich the cells 
of the body— especially the cells of the liver, but also those of 
the muscles and of the intestinal mucous membrane — screen 
the central nervous system from the toxic action of indol. I 
cannot give you the details of my experiments, but refer 
those of you who have an interest in the subject to my 
original papers. 

While I recognise that other products of putrefaction 
than iudol may possibly have even mote important chronic 
effects upon the organism, I am confident that indol absorp- 
tion contributes in no unimportant way to the production of 
chronic disorders of nervous functions. 

I have often observed that urines containing a large 
amount of ethereal sulphates decompose less rapidly than 
most other urines, and am disposed to attribute this greater 
resistance to bacteria to the presence of aromatic bodies, 1 
do not, however, feet sine that this is the correct explanit- 
tion. I have also noticed that persons with large amounts 
of indican in the urine are apt to pass their urine too often. 
Possibly this is owing to the associated fenncntative dis- 
orders that are so common — disorders which we discussed 
last 'week. But it is also possible that the presence of large 
amonnts of ethereal sulphates acts as a local irritant to the 
bladder. I think the point worthy of investigation. 

I do not consider it possible at the present time to form 
a final judgment in reference to the precise part played by 
indol as a toxic substance. This is because our knowledge 
of the putrefactive substances in their relation to disease is 
distinctly 'patchy.' We happen to know something about 
indol hcenuae we have a striMcg and easily applied test for 
indican ; but other substances leas easily followed in the 
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orgnniBin may possess equal or greatei' importance. Borne 
ot these products of putreiaction cannot be passed by without 
notice, although our knowledge of their effects on the body 
in pathological states is by no means complete. 

The ordinary products of proteid decomposition under 
the action of bacteria belong in part to the aromatic series, 
in part to the fatty series of compounds. The aromatic 
bodies indol, skatol, parakresol, and phenol have been 
sufficiently discussed for our present purpose. The com- 
pounds of the fatty acid series are for the most part the 
same as those which we have already considered m speaking 
of the products of fermentative activity of carbohydi-ates, 
and include the various volatile fatty acids — formic, acetic, 
propionic, &c. The more important gases that arise from 
proteids under' the inSuenoeof putrefactive bacteria are carbon 
dioxide (COj), hydrogen (H), marsh gas {CH,), ethyl mercap- 
tan (G,Hi8, a sulphur alcohol), and siUphuretted hydrogen 
(H3S). Besides these products there are certain compounds 
representing a union of aliphatic and aromatic radicals. 
Tims we have phenyl-propionic acid {CeHsCHj.CH,.OOOH) 
and phenyl-aeetic acid (CbHbCHj.COOH), in each of which 
the aromatic radical {CnHj) is united to a fatty acid radical. 
Furthermore, there arise the correspond ingaromatic hydrosy- 
acids,para-oxy-phenyl-aceticacid{CaH,.(C)H)0H,.C0OH)ftnd 
para-osy-phenyl-propionic acid (C„H,(OH}CH,.CH.COOH). 
in which one of the hydrogen atoms is replaced by a hydroxyl 
(OH) group. Please understand that these various aromatic 
derivatives, like phenol, indol, &c., come only from the de- 
composition of tyro sin, and that nitrogenous substances 
which, like gelatin, yield no tyroain are unable to yieU 
aromatic osy acids. 

The aromatic hydroxyacids (para-oxy-phenyl acetic add 
and para oxy-phenyl -prop ionic) find their way into the urine, 
and their presence is easily recognised by simple proeedure. 
These products of putrefaction are probably increased in 
most cases where the ethereal sulphates of the ui-ine aie 
present in excess. It may be then- presence in lar^ 
amount than usual is an evidence of some peculiar conoi- 
tions of putrefaction, but as to the nature of these pecu- 
liarities we are at present quite in the dark. 

A product of proteid intestinal decomposition which hus 
received Uttle attention is benzoic acid (CsHs-COOH). Ii 
s known that benzoic acid unites in the organism with 
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glycocoll ( amid 0- acetic acid) (CHi.NHa.COOH) to form 
hippuric acid (CH^q^™*^''"^') or benzoyl glycocoU, 
Now hippuric acid ocenra in normal human urine in con- 
siderable amount, and I think there is some evidence that 
in digestive derangements the quantity excreted by the 
urine may be increased. A part of the benzoic acid required 
to form hippuric acid is derived from the vegetable food, 
but, ttccording to Baumann, it is also a product of intestinal 
putrefaction. 

I have told you that proteid putrefaction is commonly 
aa&ociated with the formation of compounds containing 
sulphur, among which are sulphuretted hydrogen and 
methyl mercaptan. Both sulphuretted hydrogen and mer- 
captans are normally produced in small amount in the 
large intestine, and in conditions of excessive putrefaction 
the sulphur of the proteida may perliapa yield enough of 
these sulphur compounds to result in harmful effects upon 
the organism. In the case of sulphuretted hydrogen it was 
formerly taught that the absorption of this gas in consider- 
able amount is capable of inducing a train of n6r\'ous 
symptoms comparable to the effects observed when there 
has been absorption after inhalation effects many times seen 
in workmen engaged in cleaning sewers and cesspools. 
These symptoms consist in headache, dnlness, giddiness, 
and prostration. They are said to be associated with the 
appearance of sulphuretted hydrogen in the urine— 
occurrence to which the 
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hydrothionuria has been 

After the pubhcation of Senator's classical description of 
an instance of bydi-othionuria of intestinal origin and 
associated with marked nervous symptoms, it appeared as 
if a number of nervous symptoms might be attributable to 
poisoning by sulphuretted hydrogen absorbed in the course 
o! digestive disturbances. Modern investigation has, how- 
aver, failed to confirm the view that sulphuretted hydrogen 
plays an appreciable part in the production of symptoms of 
disease. Tne question is one, however, which I regard as 
being far from settled. It baa been repeatedly shown that 
solphuretted hydrogen acta injuriously on the nervous 
system, whether it enters the body by the lungs or by the 
digestive tract. One can easily convince himaelt of the 
^^^ty of these toxic properiies by allowing a current of 



the gas to enter the rectum of a, dog. A eurprisingly small 
quantity suffices to induce fatal coma, perhaps attended by 
convulsions. There is certainly no good reason for sup- 
posing that sulphuretted hydrogen derived from intestinal 
putrefaction is often responsible for the onset of acute or 
severe disorders of neiToua function. On the other hand, 
we are not in a position to deny that the long-continued 
H.bsoi'ption of small quantities of the gas from day to day is 
without harmful effects, It is indeed difficult to under- 
stand how a gas so toxic to the nervous system can be 
absorbed even in moderate quantities from the digestive 
tract without bringing a.bout derangements. And I may 
take this occasion to say that it seems to me pathologists do 
not yet pay enough attention to the prolonged and cumula- 
tive effects of pathological conditions which, when they act 
only for a short time, induce no pronounced disorders of 
function or structure. One would hardly be led to suppose 
that the removal of fat from the food induces patho- 
logical conditions, for no structural changes can he detected 
during the early months of such privation. But after the 
lapse of many months we may be confronted with a change 
so marked as the serous atrophy of adipose tissues. Simi- 
larly the effects of moderate indol absorption may be hardly 
discernible for many days, while more prolonged absorp- 
tion leads to distinctly marked nervous symptoms. I do 
not mean lo state that the case is the same with the 
absorption of sulphuretted hydrogen, I wish, however, to 
say that it may be the case for aught we know to the 
contrary. 

We know something about the conditions under whi<^ 
sulphuretted hydrogen arises in the course of putrefaction 
in the digestive tract, and I cannot pass on without tJlnding 
to them. 

In the first place it is well estabhshed that a majority o( 
the aerobic bacteria and most or all of the known anaerobic 
bacteria of the digestive tract are capable of producing 
sulphuretted hydrogen from proteida under favourttble con- 
ditions. Among the conditions favourable to such gas 
production are a low content of hydrochloric acid in ths 
gastric juice and the absence of oxygen, A high content of 
free hydrochloric acid is unfavonrabte to the developneni 
of all bacteria in the stomach, and the amount ordmarilj 
present is sufficient to prevent any formation of suiphureltw 
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hydrogen. This is clearly shown by the recent careful study 
of Dauher. Aa might he expected, it is in cases of dilatation 
of the stomach, with great retardation in the expression o£ 
the contents, that we are most Ukely to find a development 
of sulphuretted hydrogen within the stomach. 

I just now told you that the absence of oxygen is a con- 
dition favourable to the production of sulphuretted hydrogen 
by bacteria. Perhaps I can make it clear to you why this 
is the case. You know that the bacteria of the gastro-enteric 
tract produce a considerable amount of free hydrogen in the 
Dasoent state. This hydrogen unites very readily with oxy- 
gen to form water. It thus exerts a reducing action on 
compounds or solutions containing oxygen, and tliia reducing 
power of the bacteria is one of the most characteristic pro- 
cesses pertaining to the intestinal flora. Now so long as 
oxygen is present which can unite with the nascent hydro- 
gen any sulphur present in sulphites or sulphates remains 
in this form. When, however, the available oxygen has 
been united to hydrogen, the continued formation of nascent 
hydrogen leads to the union of this hydrogen with sulphur, 
au element which, as you know, has many points of 
resemblance to oxygen. Thus the sulphites and hypo- 
sulphites, and, in some instances, even the sulphates, suffer 
a reduction in which they are depiived of their sulphur, with 
the resulting formation of sulphuretted hydrogen. The sul- 
phur of these inorganic compounds is, however, not the only 
source of sulphuretted hydrogen. Many bacteria appear to 
have the power not only of producing hydrogen gas, but of 
splitting sulphur from the proteid molecule. Where this 
double action occui'S in the absence of oxygen the formation 
of sulpbm'etted hydrof^en is inevitable. 

It should now be clear to you why the absence ol oxygen 
favours the formation of sulphuretted hydrogen, and why 
the anaerobic bacteria of the intestine are such legular pro- 
ducei's of the gas. Tou can also understiind why very httle 
of the gas is formed in the upper parts of the intestine in 
comparison with the lower portions. 

Some patients with escessive intestinal putrefaction have 
flatulent discharges from the rectum which smell of 
sulphtu-etted hydrogen. The use of sulphur as a laxative 
somewhat increases the amount of the gas in normal 
people, but has no appreciable effect in the production of 
toxic symptoms. 
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I have now told you something of the mote common 
types of putrefaction in the intestine, but before quitting the 
subject it is proper that I should bring to your notice some 
exceptional kinds of putrefaction which have a certain 
cUnical interest. One of these types of putrefaction is 
associated with the appearance of cystin in the urine, giving 
rise to cystinuria ; another has to do with the condition 
known as alkaptonuria ; and still another has reference to 
the production of the basic bodies, neiuin and cholin, within 
the intestinal tract. 

The term ' cystinuria ' relates to the appearance of the 
substance cystin in the urine. Cystin (CgHuNjSaOj) is the 
disulphide of di-amido-ethidenelactio acid, and its molecule 
is represented as follows ; — ■ 

CH, CHj 

1 NHa— NH, 1 
C< >C 

1 S- S 1 

COOH COOH 

Beiug slightly soluble in the urine, cystin readily separates, 
and is recognised as a sediment consisting ol hexagonal 
glancing crystals. These crystals are freely soluble in 
ammonia and in hydrocliloric acid, but are insoluble in 
water, alcohol, other, and acetic acid. The amount of cystin 
in the urine sometimes reaches half a gi'am or a gram iu 
the twenty-four hours ; usually the quantity is less, and ia 
some cases cystin is temporarily absent. 

Cystinuria cannot be regarded as having a great clinical 
interest, because it is commonly unassociated with definite 
symptoms, and may indeed be well developed in persons 
apparently in good heallh. Still, we cannot overlook the 
fact that cystinuria occurs, as a rule, in persons with the 
clinical indications of disordered digestion, not infrequontiy 
associated with aniemia. In two cases which I had under 
observation the ethereal sulphates were iucreaeed. More- 
over, cystinuria has in some cases a certain importance Us 
the surgeon, since calculi are occasionally formed whidi 
consist largely of cystin. 

To the student of chemical pathology the problems coc- 
neeted with the phenomena of cystinuria are of much 
greater interest, because their explanation is closely bound 
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ap with ft number of more or lees obscure but important 
biological processes. 

Perhaps the most striking fact H,t present known to us 
in relation to the pathology of cystinuria is the almost 
regular association of this condition with the presence in 
the excreta of putrefactive basic bodies or ptomaines 
belonging to the clasa of diiimines. The rliamines are, you 
remember, bodies in which two amine (NHj) groups are 
united to a diatomic alcohol radical of the olefine aeries of 
hydrocarbons. The diamines of greatest interest in con- 
nection with cystinuria are tetra-methylen-dianaih luid 
pen ta-m ethyl- diamm. The constitution of tetra-metliylen- 
diamin or putrescin is as follows : — 

GHa— CHs— NHj 

1 
CHj-CHj— NHg 

The constitution of penta-metbylen-diamin or cadaverin is 
represented thus : — 

CHj— CHa— NH, 



1 
CHj- 



-CHa— NHj 



The C;ises of cystinuria that have been carefully studied are 
still to3 few to enable us to make sweeping generalisations 
in reference to the occurrence of these diamines in the urine 
and fiBces, Nevertheless, there is no doubt that by careful 
oiethods of study these bodies are generally found in the 
excreta of patients with cystinuria, putrescin commonly 
preponderating in the faeces, cadaverin in the urine. Althougn 
skilled chemists have failed in a few instances to find 
diamines in the urine aud fieces of cystinuric patients, ft is 
not by any means clear that this failure was not referable 
to imperfections in the process originally employed for their 
separation. I do not, therefore, think we are justified at 
present in assuming that there are any oases of cystinuria 
unaccompanied by the appearance of diamines in the urine 
or fa&oea throughout the duration of the condition. In an 
instance recently reported by Gammidge and Garrod the 
urine failed to show the presence of diamines during so 
co nsiderable a period aa twenty-three successive days. 
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At other times, however, eadaverin wae found. What 
interpretation are we to place on this intimate, if not regular, 
association of cystinuria, with the excretion of putresoin and 
cadaverin 7 This is a question to which a wholly satisfactory 
answer cannot be given. We know that these diamines are 
products of bcicteriul action upon proteids, and the only 
tenable view as to their occurrence in the urine and fseces is 
that they have their origin in putrefactive processes in the 
intestine— procesBee the condiliona of whidi are unknown 
to us. The idea at once suggests itself that the oystin of the 
urine is similarly of bacterial origin. This wan, in tact, the 
view to which Baumann, the discoverer of diamines in 
cvstinuria, was inclined. 

There is, however, excellent reason to heheve that cystin 
ia an intermediate product of normal metabolism which is 
ordinarily broken up with oxidation of the greater part of its 
sulphur to sulphuric acid. The formation of cystin is appa- 
rently preceded in the course of normal meCaboBsm by 
cystein. This cystein is to be regarded as a lactic acta, 
CH,.CH.(0H}C0OH, in which one H is replaced by NH, and 

-CH,.C f^^XcOOn. Cyatein is 

Q amido -thiol actic acid, 
jheric oxygen is capable of converting 
1 as shown in the representation of the 



the OH by SH, thu! 



cystein into cystin 
molecules 

1 
2CH3— 0— COOH + 20= 



Cyatoii 



-CSNHa— COOH 
I 
CH,~CSNHa— COOH 

CjBtm. 



4 



In cystinuria it is evident that the cystin is not normally 
split and oxidised, just as in diabetes the sugar furnished by 
the metabolic activities of the cells is neither split nor 
burned. It may be that it is the diamines which act on the 
cells in such a way that cystin escapes the normal cleavage 
and oxidation. Udransky and Baumann, however, fwled to 

froduce cystinuria in dogs by the administration of diamines. 
t is, on the whole, not unlikely that both the diamines 
formed by putrefaction in the intestine and the cystin forroecl 
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in the course of metabolism are expressions of an obscure 
form of putrefactive decomposition in the intestine. Please 
remember, however, that there is no evidence that cystin 
itself is a product of putrefaction. 

The ftBces from a patient with cyatinuria Wei* introduced 
directly into the small intestine of one of my dogs. The 
animal developed persistent diarrhcea, but the urine failed to 
show the presence of cystin. 

I desire now to allude briefly to the condition of intes- 
tinal putrefaction that results in alkaptonuria. Alkaptonuria 
is the name given to a peculiar pathological state in which 
the urine on exposure to the air or on the addition of alkalis 
grows dark green or brown near the surface, and may 
ultimately become almost black. The change is due to the 
presence of uroleucic or homogentisic acid, and is the 
consequence of an oxidative process. The most likely view 
is that homogentisic acid, and probably also uroleucic acid, is 
deiived from tyroain. The chemical relationships between 
uroleucic acid, homogentisic acid, and tyrosin are partially 
indicated by the following constitutional formulee : — 

Uroleucicortri-oiy- Homogentisic or dioxy- Tjroainor amido-oxy- 
phenyl-propionic acid phenyl- acetic acid pheiiyl-acetic acid 

/OH ,0H ,, „ /OHCHNH, 

f, „ -OH C,H,A.OH ^"*^'— CHjCOOH 

^""t- OH \CH,.COOH 

\U,H,.CO0H 

That homogentisic acid is derived from tyrosin — one of the 
products of putrefaction — is rendered likely by the fact that 
tyrosin iidministered by the mouth causes the presence of 
considerable homogentisic acid in the mine. It has fuilhei' 
been found that a portion of the homogentisic acid taken by 
mouth reappears in the urine. 

The decomposition of tyrosin, with a yield of homogen- 
tisic acid, may perhaps arise in consequence of unusual 
putrefactive conditiona, Some writers have indeed urged 
that the homogentisic acid has its oiigin in metabolic 
derangements, but the probahilities appear opposed to this 
view. 

The term 'alkaptonuria' was apphed to this condition 
to which r am referring in the belief that it depends on a 
body to which the name ' alkapton ' had been given. This 
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substance has, however, been shown not to be a definite 
compound, and the darkening of the urine is appai-ently 
BODietimes due to homogentisic acid, or, less frequently, to 
uroleucic acid, or to pyrocntechin (CjH^^OH))). 

Alkaptonuria is an uncommon occurrence, and has at 
present little clinical significance, as it is not regularly 
associated with any definite symptoms of disease. Slight 
digestive derangements appear to be common among the 
subjects of alkaptonuria, and the ethereal si 
often somewhat increased. The urine of alkaptor 
Fehling's solution, and unless you exercise some care tlie 
presence of sugar may be suspected. But the alkapton 
urine differs from sugar-containing urine in that it neither 
ferments nor reduces alkaline bismuth solutions. It is also 
optically inactive. 

You will recall that I spoke to you about the conversion 
in the organism of phenol or carbolic acid (CfiHj(OH)) 
into phenol- sulphuric acid, and its excretion in the urine as 
an ethereal sulphate. When large quantities of carbohc 
acid have been taken into the body a certain portion of the 
phenol is further oxidised into hydroquinone (CbH4(0H),) 
whicli is 2*" 'iio'ty benzol. This hydroquinone probably 
passes into the unne as an ethereal sulphate. On exposure 
of the urine to the air it undergoes decomposition into an 
aromatic substance/ which gives the upper portion of the 
urine a dark colour very similar to that observed in alkap- 
tonuria. The condition is sometimes known as carboloiu. 
I mention it merely because of its resemblance to olkapton- 

The last products of intestinal putrefaction which I shall 
mention are the basic substances neurin and cholin. 
The substance cholin has the formula 



(CH,)=N, 



/OH 
\CH,CH,OH 



and is thus to bo regai^ded as tri me thy 1-oxyethyl -ammonium 
hydrate. It appears to be identical vrith a substance in 
certain mushrooms which is known as amanitin. The body 

neurin has the formula {CHajg^N/ ^tt ppr , and iK 

known as trimethyl- vinyl ammonium hydrate. In weak 
watery aolutiona cholin ie capable of being transformed inio 
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^Bcrm, and this transform a,tion is one which may be facili- 
tated by the action of micro -organiams. 

Now it is important for you to understand that the 
widely distributed lecithins of the body are constituted 
throngh a union of fatty acida and glycero-plio8[j boric acid 
with the base choUn. LecithinB are present in very mauy 
articles of food, and in some, auoh as the yolks of eggs, the 
eggs of fishes, and the substance of the brain, they are 
abundant. There is thua the possibiUty that the decom- 
poBJtion in the intestine of food-stuffs containing lecithin in 
considerable quantity may yield cholin in sufficient amount 
to be of pathological signifieance. The pathological import- 
ance of cholin aa such is ^alJ, for it is an almost men 
body. But, aa I have just mentioned to you, cholin is 
capable of conversion into ueurin. Neurin, unlike cholin. 
iq highly toxic. It causes cardiac depression, lowering of 
ai'teiial tension, and great irritation of the intestinal mucous 
membrane, which causes an increased peristalsis and fre- 
quent evacuations. These tosic effects are much like those 
induced by muscariu. 

The recent experimental work of Nesbitt shows that if 
intestinal obstruction be produced in dogs that have been 
fed on lecithin -containing foods hke the yolks of eggs, neurin 
and cholin can be subsequently found in the intestinal con- 
tents. It has been suggested that in human intestinal 
obstruction pain and escessiye peristalsis, together with the 
prostration and collapse, are due in part to neurin. Em-ther 
investigation is essential to determine whether this is really 
the case. It would also be of interest to know whether tbe 
toxic symptoms noted in some persons after the eating of 
eggs are due to the action of choUn. 

At present we know nothing definite of the character of 
, the bacterial conditions in the intestine which favour the 
production of cholin from lecithin and the conversion of 
choUn into neurin. 

I hope that this sketch of the more important fermen- 
tative and putrefactive processes and products, incomplete 
though it is, will be of some service in clarifying your ideas 
in regard to what goes on in the digestive tract in conditions 
of disease. It is desirable to recall the distinction already 
mentioned between (a) cases of gas trie- enteric disorder in 
which there is an absorption of deleterious bacterial pro- 
ducts, but in which the bacteria themselves do not paPB 



through the intestinal walla into the circulation ; and (ft) 
cases in which both the hacteria and their products pass 
through the intestinal epithelium into the general circulation. 
To the latter class of cases belong many instaucea of severe 
acute enteritis and entero -colitis and typhoid fever. These 
are really instances of septicemia of gastro -enteric origin. 
To the former class of cases belong the ordinaiy intoxica- 
tions of gaatro- enteric origin, of which we see so many in 
practice. This group of cases includes the so-called auto- 
intoxications of intestinal origin. We have to distinguish 
between the gastro -enteric intoxications which arise from 
tlie excessive putrefaction of ordinary food-stuffs, and those 
which have their origin in food ingested in a state of de- 
composition. In the former case only the ordinary sapro- 
phytic bacteria are introduced with the food, and the 
putrefactive prodnets are mainly the action of the colon 
bacilli or allied organisms. In the latter instance the 
intoxication is dependent on the introduction of specific 
poisons made by specific micro-organisms. We see examples 
of such intoxication in severe cases from poisoning from 
miUt, in poisoning from cheese (tyro-toxicon poisoning), and 
in the poisoning from meat known as botulism. la the case 
of botulism we have to deal with a highly chanieteriatic 
symptom -complex, consisting mainly of disturbances of 
secretion, symmetrical motor palsies, due probably to lesions 
of the central nervous system, and the symptoms of acute 

Eastro-enteritis. This condition, which often terminates 
itally, has been shown by the admirable work of Van 
Ermengen to depend on the action of a specific tox.in formed 
by an anaerobic bacillus, and subsequent investigations have 
shown that by means of this toxin it is possible to induce 
the formation of an immunising antitoxic serum. The same 
poison is probably the cause of the toxic symptoms 
observed in certain cases of intoxication after the use of 
ham, sausage, fish, and other infected foods. 

Many cases of botulism, of poisoning by infected mili, 
of poisoning from cheese, &c., aro recogniBable by the chnioal 
history and epidemic or endemic occurrence. It is not 
possible, however, to separate sharply in chnical practice 
the group of intoxications due to infected food, and the 
group of intoxications arising from poison developed in tha 
gaslmj-enteric tract. Neither are we able at present always 
to separate the intoxications due to the absorption of 
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bacterial products from those in which there ia also an entry 
of patbologioal hacteria into the ciraulation. Modem studies 
indio&le that a septicEemia of gastro-enteric origin is by no 
means rare among the severe diarrhiBal diseases of children, 
where such a septicsemia was formerly unsuspected, At 
present we are unable to say how far the symptoms in such 
cases are dependent on the action of putrefactive poisons 
fonned in the digestive tract. 

I mentioned to you at the beginning of the hour that the 
subject of intestinal putrefaction is still in a plastic state, 
and that we have a great deal to expect from further study 
in the 6eld. The toxic prodacts of putrefaction absorbed 
from the intestine in some severe cases of gastro- enteritis 
and enter o-colitia, in cases of typhoid fever and in some 
instances of diabetes, are especially deserving of careful 
investigation. At present vre know very little of the 
putrefactive products formed in these iniportant diseases. 

In the few minutes remaining to us I should like to say 
something about the therapeutic measures by which we strive 
to limit excessive fermentation and putrefaction in the 
digestive tract. 

It is important to understand that the object of treat- 
ment is not to completely stop these processes of decom- 
position. To do this is not only impossible but unnecessary. 
What we have to do is to bring the putrefactive processes 
within the hmita charaoteristio of health, and then see that 
they do not overstep these limits. The study of the 
ethereal sulphates of the urine and of special aromatio 
products like phenol sulphuric acid and indoxyl sulphurio 
acid is indispensable for enabling us to estimate the influence 
of treatment. Although it frequently happens that either 
putrefactive or fermentative processes preponderate in 
ages of digestive disorder, it is usual for them to be asso- 
iated, and I shall discuss their treatment to some extent 
conjointly. 

The character of the food influences in very important 
ways the nature and extent of fermentative and putrefactive 
processes in the intestine, and hence is an essential factor of 
any plan of treatment. It is necessary to take account of 
the consistence of the food and of its content of water as 
well as of its composition. When we wish to combat putrf. 
factive processes the food should be soft and finely divided, 
\ since coarse and hard food-staffs act as irritants. Thus badly 
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cooked cereals, the seeds ot berries, kernels of com, &c. are 
capable of inflicting alight traunaatisms in mucous msmbrane 
already the seat of catarrhal alterations. These little trau- 
matisms favour increased putrefaction and fermentation, 
perhaps chiefly because they diminish the secretion of the 
digestive juices, and, by slowing digestion, reader the food 
materials more exposed to decomposition. 

I think it probable that the free use of fluids with meals 
is sometimes lavourable to putrefactive processes in the iu- 
teatine. The food ordinaiily contains many bacteria. It 
the gastiic juice has an opportunity to act upon these 
bacteria, many of them are destroyed. If, however, the 
gastric juice he diluted with fluid, it is less efficacious in its 
bactericidal action, partly because of the dilution ot the free 
hydrochloric acid, partly because the contents of the stomach 
are more rapidly passed into the intestine than where the 
food is more concentrated. Thus the use of fluid favours an 
increase in the number of bacteria that reach the intestine, 
and encourages puti-efactive decompositions. It is therefore 
a good rule to restrict patients in the fluid taken with meals, 
in all eases where one finds the ethereal sulphates persistently 
in excess. This may render it desirable to exclude soups 
and to restrict somewhat the use of milk. The necessity for 
such a restriction in the volume of fluid exists wherever the 
free use of fluids is attended by an increased esoretiou of 
ethereal sulphates, or where it causes intestinal discomfort. 

Since fermentative processes go on with especial activity 
in carbohydrate foods, these should be reduced where there 
is excessive fermentation in the gastric or intestinal contents. 
The restriction should not be extreme and long continued, 
because under these conditions it is difficult to satisfy the 
caloric needs of the organism. There is of course some 
choice as to the form in which carbohydrates should be 
taken. I consider that fermentative decompositions are 
much more likely to induce flatulence when sugars are used 
than when starchy carbohydrates are employed. Glucose 
and saccharose must therefore be avoided, and it nsay eveo 
be necessary to restrict the use of milk on account of itB 
lactose. The carbohydrates in vegetables like peas uid 
string beans may be utilised, but potatoes, bread, and most 
cereals should be used with great caution or not at all. Th« 
breakfast biscuits made by Huntley & Palmer are most satis- 
factory for~use in marked cases of carbohydrate dyspepsUb 
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Butter may be freely used. Of the proteid foods eggs and 
meat are toe most satisfactory. 

Bat Diece restriction in carbohydrates does not suffice for 
the suceessful treatment of excessive fermentation. The 
symptoms quickly disappear, but on allowing carbohydrate 
foods again the old symptoms return. In order to prevent 
this return we must improve the ability of the patient to 
digest carbohydrates, and this caucot usually be accomplished 
by merely restricting the diet. 

Where the ethereal sulphates of the urine are increased 
either with or without an increase of the indicau reaction, the 
tlietary restrictions to be practised are quite different from 
those which we use iu cases of simple fermentative excess. 
Here too, it is desirable to restrict the carbohydrates 
sufficiently to remove any decided symptoms of excessive fer- 
mentation that may exist, but our chief attention must be 
directed to prescribing the proteid food in the most suitable 
form. Where the ethereal sulphates are habituaUy much in 
exeesB the proteids should be given chiefly in the form of millr 
or milk foods. If we employ milk in this way we see a rapid 
and considerable reduction in the excretion of the ethereal 
sulphates, and a reductiou or disappearance of the tndican 
reaction if this has been excessive. My experience leads me 
to use meats only very cautiously under these conditions, 
since they are favourable to the continuance of excessive 
putrefaction. I also consider it unwise to give the nitro- 
genous cereals freely. Butter may be allowed in moderate 
or even considerable quantities, but large amounts of fat 
mechanically interfere with the digestion and absorption of 
proteids in the intestine, and are thus favourable to putre- 
factive decomposition. 

Although much may be done by diet to diminish putre- 
faction in the intestine, we cannot rely entirely on this 
means of treatment, for in most instances the improvement 
from dietetic regulation is only temporary, and endures only 
while the proteid in the diet is chiefly milk. Our aim should 
be to alter the conditions of digestion so that putrefaction 
will be only moderate when the patient returns to a general 
diet. This can only be accomplished by improving the 
secretory conditions in the digestive tract, and for this 
proper exercise, rest, and various hygienic regulations are 
absolutely necessary. 

In treatingeitherputrefactive or fermentative disturbances 
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in the digestive tract it is deBirable to secure for your 
patients food which contaiDs only a moderate number of 
bacteria. The proper cooiting of food greatly helps to bring 
about this end. Fruits or vegetables eaten raw should be 
carefully stripped of their coverings or thoroughly washed. 
Milk usually contains large numbers of bacteria. It pro- 
bably makes some difference in the fermentative and putre- 
factive processes whether a patient drinks milk containing 
1,000,000 bacteria to the cubic centimetre or only 2,000, 
When the milk is bottled under suitable precautions the 
number ot bacteria may fall considerably below 2,000 to the 
cubic centimetre, though the number is usually larger. The 
quantity of proteid food ingested is an important factor in 
determining the extent of putrefaction. Many persona eat 
fur more proteid than is essential to replace the nitrogenous 
wast* of the cells of the body, and the greater the quantity 
ot proteid eaten the greater is the opportunity for the forma- 
tion of putrefactive products. It ia thus desirable to restrict 
the quantity of proteid, and frequent small meals are to be 
preferred to a few large ones, not only in acute gastro- 
enteritis or entero- colitis, but in some instances of chronic 
and well-marked putrefactive disorders. It is an interesting 
fact that, although intestinal putrefaction does not cease 
during starvation, a fast ot moderate duration renders it 
exceedingly difficult to recover micro-organisms from the 
mucous membrane of the stomach, duodenum, and even ot 
the jejunum, as fat down as complete emptying of the 
digestive canal has been effected. The importance of this 
fact in connection with surgical procedures on the stomach 
and upper part of the small intestine has been recently 
pointed out in an important paper by Gushing and 
Livingood. 

The mechanical removal ot micro-organisms and of 
fermenting food is one of the most important therapeutic 
resources at our command. The thorough washing of the 
stomach by means ot the stomach tube removes from this 
organ a large proportion of the yeast plants and bacteria 
responsible tor excessive fermentations. Lavage also has a 
distinctly beneficial influance in removing the secretory 
conditions that favonr gastric dilatation, and, as I have 
already pointed out to yon, dilatation strongly favours ihe 
occurrence of fermentative processes. In pronounced cases 
o( fermentative disturbanca lavage should he practised daily 
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HHth thoroughness. The beuefi-cial effect of lavage is uot 
"mifjif] to the control of carbohydrate decompositions in the 
stomach, but extends to the intestine, where fermentation is 
greatly influenced by the conditions in the stomach. I 
suspect that the improvement in the fermentative conditions 
in the stomach that follows lavage tends to diminish some- 
what the intensity of putrafactive decompositions in the 
intestine, but am unable to make a positive statement with 
reference to this really important point. 

The milder cases of fermentative disturbance due mainly 
to errors in diet, and perhaps to the sUghter grades of 
dilatation, are easily brought withiu bounds by the appro- 
priate limitation of the diet and the practice of lavage. 
Where, however, there is persistently diminished secretion 
of free hydrochloric acid and considerable dilatation, these 
measures do not usually suffice. Similarly, in the case of 
intestinal putrefaction, the slighter disturbances can be 
overcome through appropriate diet, while the old-standing 
and advanced disturbances call for the aid of other hygienic 
reguiatioQB than those pertaining to a suitable dietary. In 
these more serious types of intestinal putrefaction, with or 
without marked fermentative disorder, an out-of-door life 
free from worry is of the highest importance. 

In many instances it is only under the prolonged 
influence of such a life that the nervous system regains the 
normal control over the digestive tract, and through the 
return of a physiological innervation leads to the estabhsh- 
ment of healthy conditions of secretion and of motility. It 
should be the aim of the patient to increase gradually his 
capacity for muscular exertion, for as the powers of endur- 
ance become re-estabUshed there is also a re-establishmeot 
of the normal secretory conditions in the stomach and 
intestine, which is a most important protection against ex- 
cessive putrefaction. It may be necessary at first for the 
patient to rest frequently during the day between periods of 
exercise. As the general strength returns the periods of rest 
can be diminished gradually, while the periods of exercise 
are correspondingly increased. As the capacity for exercise 
returns the dietary should be gi'adually enlarged, and the 
meat proteids may be used to largely replace the proteid of 
milk. Ultimately the patient should he placed on a liberal 
general diet, but it may be necessary for a long time to 

irve reasonable precautions with respect to the consistence 
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ol the food and the use of certam carbohydrate foods euch il 
sugars, some forma of bread, cakes, (fee. Not only durinr 
the period of rest and exercise away from accustomed 
aoenes, but also for a long time after the return to habitual 
occupations, is it essential to exclude emotional excitement 
and severe mental activity. Excited conversations, the 
excitements of speculative business, the emotional exhaustion 
following attendance on certain dramatio performances, such 
as Wagner's operas, sexual indulgencea, and all oiher 
influenoes which aot as a shock to the nervous system must 
be carefully avoided. lu some instanoes these piecautions 
against fatigue must be observed many months or perhaps 
years. The reason why we have to insist on such prolongwd 
care is that relapse into the former state of exoessivt; 
intestinal putrefaction, with its attendant exhaustion of the 
nervous system, is very liable to occur. I question very 
much if the bad cases of intestinal putrefaction are ever 
' cured." The ethereal sulphates may drop to normal under 
favourable conditions, but the return to a life of active 
industry is usually soon followed by an increase in thu 
formation and excretion of putrefactive products, the 
original type of disturbance being usually re-established. 

Many physicians use dnigs freely^ — I think I may say 
too freely^in the attempt to control putrefactive and fer- 
mentative decompositions io the digestive tract. I shall be 
entirely frank with you in stating my scepticism iu regard to 
the real utility of most of the drugs used in treating these 



We have first the class of so-called internal antiseptics, 
including menthol, naphthaline. jJ-naphthol, salol, tei-peD- 
thinol, camphor, derivatives of salicylic acid, derivatives of 
formic aldehyde, &o. Drugs of this class are used both with 
a view to combating fermentative processes in the stomach 
and to check intestinal putrefaction. I am una,ble to see 
any reasonable ground for using antiseptics to control 
excessive fermentation in the stomach. That many of these 
dinigs are capable of diminishing the activity of the yeast 
plant and of various bacteria there is no doubt, But what 
excuse have you for advising their use ? I have already 
explained to you that the main elements in the treatment of 
excessive fermentation are the restriction of carbohydratt 
foods and the removal of micro-organisms and fermenting 
food through the use of lavage. If you insist on the employ- 
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^^HBQt of these methods of treatment, which are directed 
^^^[ainst the caases o£ the distcrhance, you will have no 
occasion to use antiseptic drugs, for they will be unnecessary. 
On the other haud if you fail to use methods of treatment 
directed to the causes of the symptoms, and place your 
reliance on drugs, you may succeed in temporarily over- 
coming symptoms, but you will not succeed in estahhshing a 
lasting improvement, The use of the drugs is, moreover, 
not without positive disadvantage. The continued dosing 
with antiseptics is sooner or later followed by new evidences 
of catarrhiu gastritis, due to shght injuries indicted on the 
epithelial elements of the stomach. But just as soon as we 
begin to inflict injuries on cell structures which we are try- 
ii^ to protect from the deleterious action of micro-organisms 
werender these cells more vulnerable to these same influences, 
and thus defeat our object. 

Attempts to check putrefaction in the intestine hy means 
of antiseptics are perhaps more defensible than efforts to 
ai'rest fermentations in the stomach, heoause it is impossible 
lo free the lower part of the small intestine from bacteria by 
mechanical means such as lavage. The difliculty of such an 
undertaking is, however, quite evident when we consider the 
conditions which have to be met. In order to exert an 
efficient antiseptic aotion upon the swarm of hacteria in the 
ilco-csecal region, where putrefaction is most intense, it would 
be necessary for antibacterial drugs to be present in con- 
siderable concentration. Efforts are often made to secure 
this localised action of sUghtly soluble antiseptics through 
the use of shellac or other coverings insoluble in the stomach. 
These eflforts at enteric medication are only partly successful, 
for it frequently happens that the pills lose their coating too 
soon or not at all. Even were the action of the antiseptic 
confined to the lowei' part of the intestine, where it is needed, 
it would usually not be possible to introduce sufficient 
material to markedly diminish putrefaction without incurring 
a distinct risk of injuring the epithcHal cells of the gut aa 
well as the bacteria. Besides this local iixitant action some 
of the antiseptics which, like iodoform, camphor, and turpen- 
tine, have appeared efficacious in some degree are liable to 
cause symptoms of intoxication. 

There are two criteria hy which we can foim a judgmeut 

as to whether an intestinal antiseptic is really etScaoious. 

^^Oae is the effect of the drug on the number of bacteria in the 
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fsBces. The other is the effect on the ethereal aulphates. 
This latter method is inapplicable where the antiseptic is an 
aromcbtio substance capable of forming ethereal sulphates 
which are indistinguishable from the ethereaJ sulphates due 
to putrefaction. 

Although the results derived from a study of bacteria of 
the EiBces are confiicting, the balance of evidence appeal's to 
me to indicate that the antiseptic action of mobt of the drugs 
we employ is so slight as to be of little or no therapeutic 
importance. Quite recently a careful series of obsei'vationa 
was conducted by Stem, of Breslau, with reference to the 
effects of yS-naphthol on the fffices of a person who lived for 
twelve days on a diet of uniform composition. Although 
^-naphthol is one of the most powerful aniiseptics employed 
for internal use, the doaea of 5 grams given at first five 
times daily and later eight times daily had no appreciable 
eEfeet on the bacteria of tlie fieces. 

A somewhat different bacteriological test of the efficacy 
of calomel, salol, naphthalin, j8-naphthol, and camphor has 
been made by introducing into the digestive tract a saprophyte, 
the bacillus prodigiosus, of characteristic growth and known 
resistance to antiseptics. It was found iu the experiments 
which I have in mind that the organism reappears in large 

mbers in the fisces in spite of the use of the drugs 



In the case of calomel it has beeu found that after the 
use of considerable doses of calomel (0'3 gram) the fseoea 
sometimes contain enough of the drug to exert a distinot 
antiseptic aotiou upon the micro-organisms present, us 
iiidioated by then: impaired power of multiplication. 

I have observed in several instances that the use of large 
doses of sodium salicylate (other conditions remaining 
approximately unchanged) was fallowed by a diminution in 
the indican of the urine, so distinct as to leave no doubt 
that the diminished putrefaction was connected with the use 
of the di-ug. Many pei'sous are unable to take 10 or IS 
grains of sodium salicylate three times daily for any con- 
sidei'abte period without developing gastric disorder, and 
smaller doses appear to be without distinct efficacy ss 
regards the iudican of the mine. 

I think one is justified in saying that we do not know 
any safe intestinal antiseptic wliich can be relied upon to 
exert a distinct effect in reducing intestinal pulrefaeuon, 
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much less check ib. The manufiictiirera have ahown tnteipiise 
and extraoiiiiiiary aaaurance in putting forward the claims of 
their drugs as internal antiseptics, but have been usually 
guided more by the wish for financial success than by a 
desire to find out the truth. Many physiciana have been 
induced to express opinions on the efficacy of internal 
antiseptics — opinions too often based on flimsy evidence. 
Do not therefore allow yourself to form opinions favourable to 
particular drugs merely because you see positive statements 
about them. If you cannot yourself investigate the effects 
of these drugs in a scientific way, do not form a judgment of 
their efficacy as intestiaal antiseptics until some competent 
investigator has studied the compounds in which you are 
interested. Please understand that I am far horn holding 
that there are no drugs which are capable of modifying 
somewhat the activity of the intestinal bacteria. I wish 
only to make it cleai' that there is at present no satisfactory 
evidence tliat the ordinai-y types of intestinal putrefaction 
can be markedly reduced by means of antiseptics. It 
is, however, only fair to admit that existing methods of 
measuring the efficacy of these drugs are so gross that 
slight antibacterial effects may be overlooked. 

There is only one known way in which we can markedly 
reduce the excretion of ethereal sulphates by dru^. This is 
by causing free catliarsis. The catharsis of calomel or of 
cascara is followed by a striking reduction in the excretion 
of the ethereal sulphates. This reduction in the sulphates 
is, of course, rcferaolc to diminished absorption of aromatic 
products of putrefaction, and this diminished absorption 
depends on the removal of decomposing food^stuifs and 
large numbers of bacteria with bacterial products from the 
gut. The well-known rehef of headache, drowsiness, slight 
mental depression, &o., after purging doubtless depends on 
the diminished absorption of putrefactive materials. But 
such therapeutic measures as lead to the fi-equent emptying 
of the intestinal contents are open to the objection that they 
rob the organism of food materials, and thus impair nutrition. 
We must tlierefore aim to reduce excessive putrefaction, 
not ao much by the removal of the putrefying proteids as 
by attaining the normal degree of decomposition through the 
dietetic and other measures described. Still, it is very 
ItnportaDt for yon to realise that the free evacuation of the 
bowels is the one reliable means at present known to us of 
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reducing in testinid putrefaction by means of drugs, and may 
be especially usetul in acute gas tro -enteric disturbances. 

It occurred to me aeveral years ago that the character of 
putrefaction in the intestine might be modified, perhaps 
with therapeutic effects, by the introduction of certain types 
of bacteria with the food. My idea was that one kind of 
organism might perhaps interfere with the deleterious effects 
of another. .. . 

I found, in fact, that the introduction of large numbers 
of lactic acid bacilli into the jejunum in dogs was followed 
by a diminution in the indican of the urine. Quinolte, 
Gans, and others in Germany have been making experi- 
ments based on the same idea. As yet the modification 
of bacterial activity in this way has been conducted chiefly 
with expetimental intent, although Quincke states that the 
use of 15 c.c. of pure beer yeast three times daily was 
followed by marked diminution of the indican reaction in a 
human subject. One cannot but ask oneself whether the 
beneficial effects of kumyss and matzoon upon intestinal 
putrefaction are not referable in pajt to the micro-organianis 
which they contain. 

Although, as you are probably aware, the native bacteria 
of the gut soon re-establish their preponderance after the 
intraduction of most foreign varieties in large numbers, 
future studies may show us that some therapeutic advantages 
oau be gained from the introduction into the gut of micxa- 
orgnnisms with different biological characters from l^oseof 
the preponderant varieties of colon bacilli present where 
there is putrefactive excess. The actual conditions of bac- 
terial activity are so complex and obscure in the gut that we 
are very far from any scientific basis for the therapeutic UB« 
of the antagonistic aotivitaes of bacteria. There is, howevet, 
one thempeutic observation which may have some signifi- 
cance in this connection. Where there is exceasive intestinal 
putrefaction on a diet of milk an entire change in the proteidfi 
of the food is absolutely indicated, and meat is greatly to be 
preferred to milk. On the other hand, where the putre- 
factive excess occurs on a meat diet, a change to roilli is 
often lielpful in controlling tlie symptoms. It is not un- 
likely that these facts have their esplunation in iiltui'ed 
conditions of bacterial activity incidental to a change in Ihc 
nature of the food proteid. 

It is claimed that the administration of prepai-atioo^ 
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yeast is distinctly efficacious in the ti'eatment of boils, Eicne, 
urticaria,, and other diseases of the skin commonly attended 
with increased intestinal putrefaction, but itia not yet clear 
that this contention can be sustained. 

What I have told you about the treatment of exceBBive 
intestinal putrefaction applies especially to those instances 
in which there is an increase in the ethereal sulphates, \vith 
or without an esoess of indican. I have also had in miud 
especially the chronic conditions which in general call for 
much more knowledge and skill than most acute derange- 
ments accompanied with excessive fermentation and putre- 
faction. We are at pi'ssent unable to control those peculiar 
kinds of putrefaction that are associated with the appearance 
of cyatinuria and alkaptonuria. Not only do drugs tail to 
exert any beneficial influence in cases of oystinuria, but even 
a rigid milk diet has little or no effect, if I may judge from 
two cases under my observation. 

I hope it is clear to you that dnigsj have a comparatively 
unimportant part in the therapeutics of excessive fermenta- 
tion and putrefaction within the digestive tract, and that we 
should place onr reliance mainly on the use of suitable diet, 
gastric lavage, out-of-door life, and a judicious alternation of 
exercise and rest. Such treatment is successful because it 
is aimed at the removal of causes that underlie the symptoms 
we are trying to relieve. These symptoms are the ohnical 
expression of derangements in the biological activities of 
various groups of cells, and therapeutic success can come 
only from what one may call the biological reformation of 
these cells into better habits of life. I should like to have you 
think of the chronic disorders dependent on altered states of 
Doicro-organic activity in the alimentary tract as arising frou] 
the long- continued and cimiulative influence of many 
anfavourable biological influences due to erroneous habits of 
Ufe. Many of these influences unfavourable to the normal life 
activities of the cells of the organism are individually of httlo 
importance, but collectively become highly efficient causes 
of disease. I should also like to have you tnink of successful 
treatment as consisting in the reversal of this process, and 
as dependent on the gradual accumulation of little biological 
advantages accruing from improved habits of life. 

1 consider it highly important that you should explain to 
your patients the causes of their disorders and the rationale 
of your plan of treatment. Verj- few of the laity, even of 
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tha eduoated and well-to-do classes, have correct ideas of the 
cauBes of iMgustive deraogements of which we have been 
epeaking. They are ignoraDt of biological lawa, and there- 
fore cannot uaderstand the Qecessity for practising the self- 
denial which is often so necessary to secure a permanent 
improvement in health. It is therefore your duty to somewhat 
educate them to modern ways of thinking about the nature 
of the disorders we have been diacusaing. Your beat effortB 
^vill prove useless, however, in many instances. A large 
proportion of people are sensualists whom you cannot 
restrict in their food and drink and sexual activitiea without 
depriving them of the things for which they chiefly value 
life. They are unwilUiig to practise even reaaonable curtail- 
ment of their harmful physical pleasures — often the only 
pleasures knov/n to them. They do not want a physician 
who has the knowledge to prescribe a rational plan of 
treatment, and the force of character to insist that it be carried 
out. What they want is a magical pill which will cure them 
while they continue to sin against biological laws. Bo not 
try to keep patients of this kind ; lot them go to those who 
will promise to cure them with drugs. If you do this ym 
will preserve your peace of mind and your self-respect. But 
you will also find that there are many persons who value 
sound advice, even if it leads to some restriction o( their 
physical pleasures. 
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THE CHEMICAII. PATHOLOGY OF OABTBIC DIGBSTIOM 

Frequency and impottance of disorders o( gaatric digestion — Disorders 
ot salivary digestion — IncreaHed salivnr; searetion ; dintiniElieil 
salivary seoretion — Qnolitative changes in the saliva— InQaance ol 
gastric diaordera on general nulrilion— EReotg of .itBrration— Dii- 
ofders of gastric aeorelioo ; of motility— Conditions reqnisite for the 
sacretion of hydrochloric acid ; chlorine content of blood, intact 
epithelia, and normal innervation ^Patvlow'sexpeTimeiits — 'Payahical 
and pseudo- feeding '—Effect of mental and physical fatigrno— Com- 
bined and free hydrochloric acid — Uses of free acid — Sjmptomt ud 
other effects of diminiBhed secretion of hydrochloric acid — Slgld- 
ficance of absence of combined bydrochlonc acid — Symptome ui 
other effecta of hyperoblorhydria — Symptoms ajid nature of gu- 
troxpisia or gas^o-snocorTbcea periodica— The fennsnta ot tba 
gastric juice — Nature of their secretion— Secretion ot theae fsrnuDit 
largely independent of the secretion of hydrochlorio acid — -Explaiw- 
tion ot this independence — Secretion of water of the gastric jmM— 
Tberapentics of disordera of gastric seoretion— Hygienic measmet— 
Influence of diet — Use ot drugs — Therapeutic uae ot fermenta — Dii- 
order ot gastric seoretion attended by eiceaaive aeoretion ot moilDl; 
muooOB gastritia — Disorders ot gastric motility — Increaaed motility— 
Decreased motility — Gastric atony and dilatation— Pyloric stonoais— 
Symptomatic effects ol dilatation — ^Distinction between maligiunt 
and Don-malignant stenoaia — Belation of Beichmann's diaeou lo 
dOatation— Treatment ot dilatation —Bela lion ahip between diaordw 
ot motility and disorders of secretion. 

At our kst two meetings we discossed, with some attention 
to detail, the fermentative and putrefactive processes that go 
oo in the digestive tract. This morning I propose to oon- 
eider the chemical pathology of digestion from, a regJonftl 
point o£ view, and with special reference to the various 
secretory derangements which we observe in the stomach 
and in the intestinal tract. 

You will find on entering practice that a large proportion 
ot yonr patients have derangements of digestion, and yw 
success in treating these conditions will depend very largely 
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on your intelligent understanding of them. The day has 
gone by for treating digestive disorders purely on aym- 
ptomatic grounds. In order to treat your patients rationally 
and successfully you must acquaint yourselves with the con- 
ditions which esist in individual cases, and this can be doue 
only by painstaking study. The disorders of digestion are 
important, not only in their immediate effects on the body, 
in the production of local symptoms, such as nausea, gaatna 
pain, constipation, &c., but for their remote effects on the 
entire organism. Such disorders may lead to changes in the 
composition of the blood, in the nutrition of the tissues 
generally, in the functions of the nervous system, ami in the 
work of renal excretion. I cannot impress on you too 
strongly the fact that patients are not always conscious of 
derangement in their digestive processes. Many of them 
will confidently tell you, when questioned on the subject, 
that their digestion is very good, and if you give credence to 
their statements you will overlook important conditions, 
merely because these conditions happen not to give rise to 
obtrusive symptoms. One other fuct of a general character 
I muBt bring clearly to your notice. Patients will frequently 
eoma to you suffering from diseases not diiectly connected 
with digestive disturbance, as, for instance, chronic nervous 
diBea&e, like locomotor ataxia, or valvular disease of the 
heart, or small granular kidneys. You will find in many 
of these patients that the therapeutic results will he veiy 
limited if you direct your attention wholly to these well- 
developed organic lesions. If, however, you take the trouble 
to consider with care the state of the digestive tract, you will 
find very frequently that there are disturbances going on 
which it is well worth while to remedy. And through the 
removal of such digestive disorders you will frequently exert 
a distinctly beneficial effect upon the organism at large and 
upon the particular conditions for which your patient in the 
first instance consulted you. 

In what I have to say about the chemical pathology of 
digestion it will be convenient to speak, first, of tTie digestion 
that is initiated in the mouth under the influence of the 
saJJva ; secondly, about gastric digestion ; and thirdly, about 
digestion as it goes on in the intestine. 

A thorough insalivation of the food is of considerable 
im|>ortaDGe for the digestive process, since it helps the 

'lanical division of the food, fai 
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starch into maltose, and cleanees the mouth. The moet 
irnportant chemical influence of the saliva is that which it 
exerts in the energetic conversion of starch into maltose, an 
action discovered so recently as 1831. 

"" The normal saliva contains epithehal and wandering 
cells, probahly phagocytic, mucin, albumin, the ferment 
ptyalin (which couverte starch into maltose), chlorides, bi- 
carbonateB, alkaline phosphates, and traces of sulphates and 
of sulpho-eyanio acid (CNSH). It also contains oxygen, 
nitrogen, and carbon dioxide in solution. The solids of the 
saliva amount to 5 or 10 per cent. The specific gravity is 
low, and varies from 1'002 to 1'009. The reaction, though 
generally alkaline, is frequently neutral or acid, especially a 
few hours after meals and at night. In a healthy adult 
the amount of saliva secreted in the course of twenty-four 
hours varies considerably, but is usually from 500 to l,200c.c. 
In proportion to the weight of the body the secretion is much 
greater In childhood than in adult Ufe. 

Although we cannot sharply separate the quantitatiye 
and qualitative alterations in the saliva, it is convenient to 
consider them individually. A state of increased salivary 
secretion is by no means uncommon. Such an increase 
arises in various ways. The irritation of sensory nerves is 
capable of stimulating the secretory activities of the salivary 
glands. We see this in diseases of the mouth, during den- 
tition, in gastric disorders, in neuralgias of the fifth nerve, in 
pregnancy, during hunger, and under the influence of the 
sight of food. Another cause of increased salivary eecretioil 
ia the irritation of cerebraJ centres, as in suffocation. Certain 
poisons, such as mercury, pilocarpin, nicotine, and muscarine, 
are capable of stimulating the flow of sahva. Some dis- 
eases of the central nervous system, as bulbar paralysia, 
general paralysis of the insane, and other chronic insanitifie, 
epileptic seizures, &c., may be associated with a considerable 
degree of salivation. In slight fevers also there may be an 
increased secretion. 

Derangements of ga.stric frmction are sometimes the 
unsuspected cause of persistent ptyalism. Dr. 3. "W. Lam- 
bert tells me of a pregnant woman in whom a very abundant 
salivary flow resisted all the usual therapeutic measures and 
caused marked impairment of nutrition. The Ion g-stac ding 
ptyalism quickly ceased after the practice of gastric tavaga 
was begun, and did not return. 
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A diminution in the salivary secretion results in u 
^ iety of ways. Mechanical obstruction of the excrotorj 
^uot of a salivary gland belongs to the exceptional causes of 
diminished salivary secretion. The obstruction is some- 
times the consequence of sahvary stones, \ffhich (ire usually 
made up of calcium and magnesium phosphate and calcium 
carbonate. These stones grow concentrically, usually about 
epithelial cells or masses of leptothris as a nucleus. Their 
importance is sli^'ht, as they give rise only to local symptoms. 
In various febrile states, such as typhoid fever, pneumonia, 
phthisis, &c., there is commonly a decrease m salivary 
liecretion, and the saliva is sometimes acid in reaction. 
The action of the saliva on starches is then usually reduced 
in the sense that the (Quantity of starch that can be converted 
in a given time is diminished. But the converting action of 
a given amount of saliva may not be decreased in fever, or 
may even be increased. An^ condition which leads to loss 
of water fi'om the organism gives rise to diminished 
secretion of saUva. This effect is seen in ascites, cholera, 
and diabetes. The loss of water may also esplain the 
diminished secretion noted in cases of extreme dilatation of 
the stomach. Severe fright is sometimes followed by a 
reduction in salivary secretion. 

Alterations in the quantity of saUvary secretion do not 
as a rule exert much influence on the digestive processes, 
eince even the complete absence of sahvary digestion seems 
to be readily compensated by the pancreatic juice. The 
prolonged loss of large amounts of saliva has been known to 
be followed by very rapid and considerable loss in weight, 
but instances of this sort Irelong to the curiosities of 
medicine. 

There are a few facts regarding quahtative changes in 

[salivary secretion which it is desirable for you to keep in 

ind. Thus in mercurial sahvation the secretion may 

mtain much more mucin than normal. In fever the sulpho- 

lyanic acid is often absent, and owing either to the aoid 

itJon or to the absence of ptyahu there is Uttle or no 

upon starch. As the pancreatic secietion is apt to 

_ilarly checked it is well for you to largely withhold 

ly food during acute fever. It is said that tobacco 

ng causes an increase of sulpho-oyanio aoid in the 

,, but it is unknown whether this has any clinical signi- 

The sulpho-cyanic acid is also said to be inctca^^od 



I 
I 



242 



CHEMICAL PATHOLOQT 



in rheumatism and nephritis. Urea may appear in the 
sahva in various forms of renal disease associated witli the 
accumulation of an excess of urea in the blood. It is 
possible that this fact may some day be ntilised in reoog- 
nising renal insufficiency for ureit, As yet physicianB have 
not turned it to practical account. In diabetes the saliva 
may have an acid reaction, but does not contain sugar. In 
auffimic states the sahva grows poor both in mineral and 
organic constituents. In jaundice the bile pigments do not 
enter the saHva, and the patient is fortunately spared an 
unpleasant bitter taste. Alcohol passes readily into the 
saliva in some patients, and the story is related that a 
patient who had prohibitionist scruples was surprised to 
recognise the taste of brandy in his mouth soon after he bad 
been given an enema containing it. In cases of hydrophobia 
the poison has been found in the saliva three days oefore 
the dog gave symptoms. The readiness with which some 
salts, e.g. the iodides, enter the saliva after absorption from 
the stomach has been practically utilised to det-ermine the 
quickness of absorption from the stomach. Where this 
absorption goes on normally iodide of potash is found in the 
saliva about fifteen minutes after its administration. In 

fiatients with gastric dilatation and slow absorption a much 
onger time may elapse before iodine can be detected in the 
saliva. 

The most important alteration in the character of the 
saliva has to do with its content of ptyaKn as expressed by 
the capacity of the saliva to convert starch into substuiMS 
which, like maltose and dextrose, reduce Fehling's solutioa 
Eecent observations made by Eobertson on the saliva in 
health and disease indicate that we may take O-OSO gram 
of sugar, produced by the action of 2 e.c. of saliva on 
10 o.c, of starch for ten minutes, as a low average of activity 
for healthy adults. The average in the case of childrsD 
varying in age from sixteen months to thirteen years was 
0'078 gram of sugar. The same obsei-ver noted tliat there 
is a decrease in the salivary activity in most cases of gastro- 
enteric disease, but that there may be an actual increase io 
some instances of ' acid dyspepsia.' The salivary fermeo* 
appeared to be absent in one case of great dilatation of tiiB 
stomach. It was also reduced in many diseases of iht 
uervons system, in Addison's disease, and in many patdeQB 
with renal disease. On the Other hand, in t^ree ' ' 
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cases of diabetes the proportion of sugar formed by the saliva 
is said to have been much in excess of the average uoimal. 

"While it is true that the action of ptyalin on starch is 
checked by the destructive action of the gastric juice upon 
the lerment during the period of full proteid digestion therg 
is reason to think that the process of salivary digestion is 
not confined to the mouth and is not so quickly terminated 
in the stomach as is generally taught. Free hydrochloric 
acid does not appear in the stomach as a rule until after the 
lapse of three-quarters of an hour, and during this time 
there is doubtless an active conversion of starch. Indeed, 
this period of starch digestion may be somewhat longer, 
since a trace of free acid favours the amylolytic action. 

Where the amylolytic action of the saHva is regularly 
Icwered, and there is escessive fermentation in the stomach, 
it is wise to restrict the quantity of starch-holding food, or 
to make use of ferments like taka- diastase. 

The acid reaction of the saliva observed in fever, in 
diabetes, in some digestive disorders, and in the presence of 
the thrush fungus has been thought capable of exerting an 
injurious action on the teeth where the condition persists 
for a long period. Cases of dental caries have been ascribed 
in part to the action of acid fluids in the mouth, but a 
critical examination of the evidence does not justify us in 
aesuming that there is any necessary or constant relation- 
ship between caries and the altered reaction of the buccal 
fluids. 

I shall now sketch for you some of the leading patho- 
logioal conditions that are connected with derangements in 
iha chemistry of gastric digestion. I heheve one may safely 
say that disorders of gastric digestion unaccompanied by 
deranged iotostiual digestion are comparatively rare. It is 
common, however, tor evidences of derangement in stomacli 
digestion to precede the evidences oi derangement of 
digestion in the intestine. 

Considerable disorder in gastric digestion is consistent 
with little impairment in general nutrition. There are, 
indeed, persons in whom the stomach appears to perform 
little or no digestive work, and in whom intestmal digestion 
is carried on in such a way as to maintain a good state of 
general nutrition. Still we may say that sooner or later all 
chronic disturbances of the secretory or motor functions of 
the stomach lead to some impairment in general nutrition. 
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Sometimes this impairment is so great as to endanger life. 
Diseasea of the stomaoh impair nutrition partly thi-ough the 
inability or dislike of the patient to take food in sufficient 
ftinountB. In many patients with acute and chronic gastric 
uatarrti with carcinoma &c. there is decided loss of 
appetite. The fear of pain is a fi-equent cause ol -a 
diminished intake of food, for, as you know, patients with 
gastric ulcer, with hyperacidity, and with some varieties of 
nervous dyspepsia, are very liable to experience sharp 
paroxysms of pain after eating. Vomiting and nausea also 
act as powerful deterrents. We see this in many instances 
of gastric catarrh and in some cases of ulcer and caroinoma. 
All these causes lead to the same result : the patient takes 
insnfticient food, and in order to meet the necessary oaloriu 
expenditure pertaining to the cell activity of the body lives 
on his own tissues to a considerable extent. Loss of weight 
and strength is the inevitable result. 

In acute disease of the stomach, as gastritis or gaatro- 
cuterilis, there may be absolute starvation during a variable 
hut usually short period. The metabolism of the body then 
l-akes on the characters belonging to inanition. This subject 
I shall discuss with you at another time, although I may 
mention hei'e the highly characteristic fact that the urine 
contains very little sodium chloride under these circum- 
stances. Tiie great losses in weight which we sometimes 
sec in these acute diseases of the stomach need not in them- 
selves cauBu you concern. They are quickly repaired during 
convalescence. I liave found it most difficult to teack 
parents that children suffering from acute gastritis should 
he permitted to starve for twenty-four, thirty-sis, or forty- 
eight houi-s. They are apt to think that their children Will 
waste away and die in consequence of the deprivation of 
food, while in reality rest is the most essential featui-e in the 
treatment of many of these acute conditions. You will only 
occasionally meet with cases of acute disease of the stomaoQ 
in which temporary starvation cannot be well borne for one 
or two days. I may add that it is a very common mistake 
to begin feeding patients too soon after the onset of aculo 
gastritis. 

The losses in weight which occur slowly in the course of 
chronic affection of the stomach are far more serious. They 
indicate that the cells of the gastric mucous membrane ana 
perhaps those of the small intestine have faUeu into pt-r- 
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fiiatently bjid habits of activity, D,nd thivf a loii^ pcnotl of 
time will be required to coiTect these disturbed tniietions. 
In most instances oE disease of the digeative tiact the loss of 
weight can be attributed to the diminished iitiiisation or 
diminished absorption of food materials. There appear to be 
instances, however, in which this explanation does not fully 
explain the loss in weight : that is to say, cases in which the 
patient should hold his weight better considering the quantity 
of nitrogen absorbed. Here some other influence than 
starvation is thought to he at work, and it is not improbable 
that a portion of the weight lost is to be attributed to the 
action of poisons absorbed fi'om the stomach or intestine. 

In considering the chemical pathology of gastric dis- 
orders, it is convenient to distinguish between those derange- 
ments connected with disturbed secretory activity of the 
stomach and those in which the motor as well as the secre- 
tory functions are implicated. A practical reason for this 
distinction is that the consequences to the organism are 
conamonly much more severe in the latter than the former 
class of derangements. 

In a condition of health the mucous membrane of the 
human stomach secretes gastric juice in large amount in the 
twenty-four hours, 1,200 or 1,500 cubic centimetres being 
probably not far from the actual quantity. The gastric 
secretion contains some epithelial cells and a small quantity 
of mucin, but a normal mucous membrane secretes little 
macas. In disease the amount of mucus may be much 
increased. The pathological secretory activity of the 
stomach which leads to a marked increase of mucus is some- 
thing quite distinct from the secretory activity which pro- 
duces the gastric juice, and we shall have to consider it 
separately. 

Although the gastric juice contains traces of proteid and 
mucin, mineral chlorides, and traces of phosphates and iron, 
its important constituents as a digestive secretion are its 
hydrodiloric acid, its ferments {pepsin and rennin), and its 
water. 

Physiologists and clinicians have devoted much attention 
to the study of the conditions under which the hydrochloric 
acid of the gastric juice is secreted, but the physico-chemical 
details of the process are still obscure. For our present pur- 
pose it is sufficient to recognise that there are three essential 
requirements for a secretion of hydrochloric acid. One of 



these is the pi-eseiice in the lilood ot certain 
capable ot yielding chlorine, a second is the fuactional and 
sti-uctui'al integrity ol the acid-forming cells of the gastric 
glands, and the tMrd is the maintenance of an iotact regula- 
tory nervoQB mechanism. The failure of any one of these 
elements impairs or abolishes the capacity of Che stomach to 
secrete hydrochloric acid. 

The constituent of the blood which is essential for the 
production of hydrochloric acid is chlorine, which exists as 
chlorides. In speaking of the Halts of the organism, I men- 
tioned the r61e of the chlorides in yielding the chlorine for 
the formation of hydrochloric acid, and spoke of the reaction 
which is supposed to occur in the glandular cells between 
the ions of dissociated sodium chloride and those of the 
hypothetical mono-sodium phosphate furnished by the blood. 
Whatever may be the method by which the hydrochloric acid 
is formed, it seems clear that we must recognise specific 
functional activities in the epithelial cells by which they effect 
the separation of the aciil to the formation of which a dis- 
raption of the chloride molecules is an essential part. How 
important are the chlorides for the formation of the acids of 
the gastric juice is readily shown by espeiiment. Reduce 
the chlorides of the organism either by withholding chlorine 
from the food or by causing its excessive excretion, and tbe 
secretion of hydrochloric acid in the gastric juice promptly 
ceases, A gastric juice is formed containing ferments but no 
acid. This is becanse the blood holds its chlorine so Icna- 
eiously, when its concentration in chlorine ions is reduced, 
that the gastric cells are no longer able to secure the ohlorinfl 
necessary to make the -normal acid. If now one introduofis 
chlorine du-ectly into the circulation, eay as calcium ohloriiie, 
the secretion of an acid gastric juice promptly returns, We 
can thus understand why very free sweating js followed bya 
temporary diminution in the hydrochloric acid of the gastric 
juice, and why the ingestion of the oblorides in mineral 
waters stimulates this secretion. We can also understand 
why the stomach should fail to secrete hydrochloric acid io 
all states of disease accompanied by a marked diminution in 
the food supply. 

The diminution ot the chlorides in the organism is, how- 
ever, seldom sufficient to explain the frequent loss or diminu- 
tion of acidity of the gastric juice which we meet in disease. 
Even in advanced aueemias and carcinomatous oacbenu 
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there may be a seoretioQ of hydrc>cliloric acid, if there is not 
also a state of chronio inanitiou. In the great majority of 
aach derajigements of function the oauae la to be sought 
either in changea In the glandular cells or in the regulating 
nervous mechanism. Structural alterationa in the glandular 
apparatus of the stomach are capable of impairing the 
secretion of hydrochloric acid. If the acid -producing cells 
of the mucous membrane are acted on by irritants capable of 
inducing gastritis, or the glandultu- apparatus be the seat of 
oarcinomatous infllti'ation or an atrophic process, these cella 
fail to produce hydrochloric acid, or produce it only in 
diminished amount. When one remembers that the secretion 
of iiydrochloric acid necessitates specific cell activities of a 
complex nature, it causes no surprise that stinictnral altera- 
tions in the secretory cells may wholly and permanently 
abolish the activities necessary to produce this secretion. 
One can also imagine that slighter structural alterations and 
even functional disorders might lead to impau-ed secretion. 

In aome instances of gastric disease the glandular struc- 
lures of the mucoua membrane are proliferated, and the aoid- 
foiTning or oxyntic cella are increased in number. One 
might almost predict that under thcae ciroumatances the 
amount of hydrochloric acid eecreted would show an increase. 
There is in fact such an excessive secretion, and many cases 
of hyperehlorhydiift are associated with glandular alterations 
of the kind to which I have just referred. 

The third essential to the secretion of hydrochloric acid 
is an intact nervous mechanism. It was formerly supposed 
that the chief influence in the secretion of gastric juice con- 
taining hydrochloric acid is the direct mechanical irritation 
of the mucous membrane by the food. To nervous influences 
was ascribed a wholly secondary r61e. But we now know 
that the mere mechanical irritation of the mucoua membrane, 
as by the introduction of pebbles or other indigestible mate- 
rial into the stomach, is followed by little or no secretion of 
gastric juice. On the other hand, there is unequivocal 
evidence that the nervous system is closely concerned with 
the secretory act. The ingenious expei-iments of Pawlow in 
this connection sliould he known to you. Pawlow and his 
pupils isolated the stomach in dogs in such a way as to 
readily study the secretion of gastric juice. At the same 
time the (esophagus was divided transversely and the cut 
^^|e were attached to openings in the neck. Through one 



of these openings food taken by the motith could escape 
without entering the stomach ; through the other opening 
in the neck food could be introduced into the stomach with- 
out first passing through the mouth. 

In animals tlius prepai'ed various influences of food were 
studied. Thus food was shown the animal without allowing 
it to enter the stomach. Under the influence of this so- 
called ' psychical feeding ' the stomach secreted normal 
gastric juice. In the second place the animal was allowed 
to eat food which did not enter the stomach, but passed out 
of the cesopliageal opening. In thia ' paeudo-feeding,' as in 
the psychical feeding, the stomach secreted gastric juice. 
The secretion in each oaae is reflex in character. It was 
further found that when the secretion of gastric juice is 
stimulated by the direct introduction of food into the stomach 
through the oasophageal opening — without the knowledge of 
the animal and without the action of the saliva — the period 
which elapses before the secretion begins is almost the same 
as in the case of the psychical and pseudo- feeding. 

The experiments of Pawlow and his pupils prove that 
nervous impulses carried to the mucous membrane of the 
healthy stomach are highly effective in bringing on the secre- 
tion of gastric juice containing hydrochloric acid. The route 
along which these eflerent secretory impulses pass is chiefly 
the vagus. This is shown by the behaviour of secretion 
under various influences affecting the vagus nerve. It we 
cut the vagi in a dog, reflex secretion no longer occurs. But 
if we stimulate electrically the peripheral ends of the cut 
nerves some twenty-four hours after their section there ia 
soon a flow of gastric juice. The short delay observed 
before the estabhshment of the How is doubtless due to 
metabolic changes taking place in the glandular cells of the 
stomach. Section of the splanchnic nerves apparently does 
not affect these results of section and stimulation. 

Although it still remains for physiologists to clear up 
some points connected with the nervous influences that 
affect the secretion of the hydrochloric acid of the gastric 
juice, it is easy to understand from what I have already told 
you that ^eat mental or physical fatigue should be capaMe 
of depressing this secretory function. Observation teaches HB 
that the secretion of free hydrochloric acid ' ' 
many persons after a period of worry or excitement, 
unasnal muscular fatigue, or after sesual excitement. Thnfr 
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are, o( course, wide individual variations iu reaped to the 
effectiveneaa of these different influences, which we are at 
present unable to explain satisfactorily. Thus it is difficult 
to say why it is that apparently the same depressing nervous 
influences which in most persons cause a diminished secre- 
tion of hydrochloric acid give rise in a few individuals to an 
esoeaaive secretion of this acid. If you recognise the dis- 
turbing effects exerted through the nervous system on the 
secretion ot hydrochloric acid, you will be able to advise 
your patients much more intelligently than if you ignore 
these nervous influences. 

The observation that the sight of food excites a reflex 
secretion of gastric juice is not without practical importance. 
It emphasises the necessity for food that is prepared and 
served in an appetising manner. The keen insight of Shake- 
speare into matters physiological long ago found expression 
in the words of Macbeth, ' Now good digestion wait on 
appetite, and health on both ! ' and modern investigation 
teaches us that anj^hing which impairs the apjjetite also 
impairs the capacity for gastric digestion, probably by re- 
ducing the secretion of hydrochloric acid. 

The bydi'ocbloric acid in the gastric juice normally exists 
there in three different forms. First, m combination with 
bases as salts, like sodium chloride ; second, in combination 
with proteids ; and third, as free acid. The salts of hydro- 
chloric acid, such as the sodium and potassium chlorides, 
probably have no part in the digestive process excepting in 
so far as they may influence it through their physical pro- 
perties or through furnishing chlorine to the blood, The 
acid combined with the proteids of the food is of far more 
significance for gastric digestion, because the formation ot 
these acid products is a step in the digestion of proteids 
preceding the formation of albumoses and peptone. In a 
state ot health proteid food in the stomach always calls forth 
a secretion ot hydrochloric acid proportioned to the require- 
ments ot the food. At first all the acid secreted under the 
direct and reflex stimulus of the proteid combines vrith this 
proteid. After a time, however, so much acid is secreted 
chat there is an excess above the amount required to combine 
with the albumins, globulins, or other proteids. In other 
words ' free ' hydrochloric acid makes its appearance. As 
one might expect, the greater the amount of proteid the 
^^^ger will be the interval preceding the appearance ot tree 
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add. After a meal of moderate siae the free acid does uot 
appeal' for twenty minulea or half an hour. 

Since it is thus a fenture of healthy digestion that the 
stimulus of proteida to the epithehal cells is sufficient to 
ultimately call forth the secretion of free acid, uo matter how 
abundant the proteid, it ia natural to infer that the tree acid 
is helpful to digestion. We have abundant evidence that this 
is really the ease. The free hydrochloric acid of the gastric 
juice possesses some bactericidal action, as I have abeady 
explained to you in speaking of the chemical defences against 
disease. It also has the power of converting the bodies called 
proenzymes — the antecedents of the ferments pepsin and 
rennin — into these bodies themselves. It is not clear that 
this action of hydrochloric acid ia absolutely essential to the 
conversion of the proenzymes, but it is likely that the entire 
absence of combined acid Is a grave hindrance to digestion in 
consequence of failure in the function of transforaiing the 
proenzymes into active ferments. Although hydrochlorio 
acid helps to bring about the inversion of sugar, this can 
hardly be regarded as an important function. The anli- 
termentative action of the acid undoubtedly protects angac 
from decomposition, and thus the acid is indirectlv helpful to 
the digestiou of this type of food. It is thought hy some 
writers that the free hydrochlorio acid has an important 
function in the regulation of the movements of the stomach, 
and that the absence of the acid favours atony. Still another 
action of the free acid is to bring into solution the calcium 
and magnesium salts of the food through the formation of 
ihe chlorides of these elements. This function is probably 
one of considerable importance to the growth of bone. 
Finally hydrochloric acid is apowertul physiological stimuloB 
to the secretion of the pancreatic juice. 

Prom what I have just told you of the functions of free 
hydrochloric acid in the gastric juice one would expect 
vaiiouB disorder's of digestion to arise when the secretion of 
free acid ceases or is greatly reduced. We know from 
observation that when the percentage of free acid in the 
gastric juice is generally below 1-1'8 part in the thousand 
slight symptoms of gastric disorder are often present, Tha 
commonest of these symptoms are loss of appetite, slight 
nausea, a Uttle discomfort in the epigastric region after eating, 
and an inclination to the excessive fermentation of sugars 
and starches. But it ia important for you to know that thB 
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amount of free acid may be much below the normal without 
any obtrusive cliuical maoifeatation of diBordered digeatiou, 
This is doubtless due to the fact that gastric digGBtiou ia 
canied on with diminished acid by means of the ferments of 
the gastric juice, which, as I shall soon point out to you, are 
not usually reduced in proportion to the reduction of the acid. 

When there ia no secretion of free hydrochloric acid 
whatever, disorders of gastric digestion ai'e seldom wanting : 
excessive fermentation is apt to be pronounced, and sooner 
or later the stomach grows atonic and dilatatioQ occurs. 
Moreover, in time the signs of ex.cesBive intestinal putrefac- 
tion develop, and this condition brings in its train a variety 
of chronic disturbances, some of which I have sketched for 
you in previous leotui-es. 

But the entire absence of free hydrochloric acid from the 
gastric juice has not always the same significance. It ia 
eBsential to distinguish between those cases in which there ia 
still some acid in the combined state — that is in union with 
proteids— and those cases where no hydrochloric acid what- 
ever is aecretetl or the amount of the combined acid ia very low. 

The regular and complete absence of combined hydro- 
chloric acid as well as free acid is always an indication of 
well-defined structural changes in the glandular apparatus, 
and should lead us to suspect atrophy of the gastric mucosa, 
aoadvancedgastric catarrh, or carcinoma, When, on the other 
hand, there is a fair amount of combined acid, there is always 
the possibility that the disturbance is dependent on nervous 
influences, notwithstanding free acid may be absent regularly 
or much of the time. In flie latter class of oases the outlook 
for restitution of function ia good because it is possible that 
the improvement in nervous tone will be followed by the 
reappearance of free acid. 

It was formerly claimed that the absence of free hydi*o- 
chloric acid in the gastric juice is a certain indication of 
gastric cancer. We now know that while it is a vary 
frequent accompaniment of carcinoma there are many other 
states in which there is no secretion of free acid — cases of 
acute chronic gastritis, diabetes, ancemia and tnbeiculosis, 
febrile states, neurasthenic conditions, chronic nephritis, and 
conditions of extreme dyspncea. Nevertheless the persistent 
absence of free acid should lead one in every instance to 
consider carefully the question of gastric carcinoma and to 
^^«jk for other indications of its presence. 
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The loss of free hvdi-ochloric acid in cancer, with or 
'without the presence of acid in the combined state, haa been 
attribnted by some writers to coexistent chronic gastritis, by 
others to atrophy of the gastric tnbnlea due to the new 
growth, and by still others to the neutralisation of the acid by 
&e toxic products of the cancer cells. I think the evidence 
relating to this point indicates that the loss of the acid-pro- 
ducing functions of the gastric glands is due in part to the 
infiltration of the new growt.h, in part to the associated gastri- 
tis, and in part to nervous influence. In cases where this 
function is lost there is generftUy extensive gastritis, even 
when the new growth is not widely diffused. On the other 
hand it has been often noticed in the exceptional cases of 
gastric cBxcinoma in which free hydrochloric acid is excreted 
throughout the course of the disease that the new growth 
is not extensive or that gastritis is not well developed. In 
some instances the growth involves a part of the etomaeh. 
the pyloric extremity, in ■which the glands do not normally 
secrete hydrochloric acid. 

The term ' hyperchlothydria ' is applied to those not 
iincommon cases of secretory disturbance in which hydro- 
chloric acid is regularly secreted in excess. What constitutes 
an excess is a point on which writers are not entirely agreed, 
hut it is probably safe to say that a gastric juice which one 
hour after a test breakfast contains more than 0'3 per cent, 
of free hydrochloric acid is pathological even if symptoms be 
temporarily absent. The highest percentage of free hydro- 
chloric acid that I have obeerved one hour after a Bwald teat 
breakfast is 0'7 per cent. 

Symptoms are rarely wanting where the percentage of 
free acid exceeds 04 per cent. They consist of epigastric pain 
developing one or two hours after a meal, epigastric tender- 
ness, and constipation. Sometimes the pain ia mainly 
neuralgic in character; usually it is described as continuous 
and burning. Whatever the nature of the pain, it has the 
peeuharity of being temporarily reUeved by proteid food, 
which ties the tree acid, but ultimately stimulatea aecretioti 
to a point where the acid is again greatly in excesB. Pain 
may be felt in the region of the left scapular angle. The 
general health does not suffer at first, but after a time there 
is apt to be loss of weight and strength in marked cases. 

I have observed a decided retraction of the gums from 
the teeth in many of my patients with hyperchlorhydria, 




S CHEMICAL PATROLOQY OP aASTHIC DIGESTION 258 



There 8 



I of i 



J certain 
rdrochloric acid upoi 
meDtioo. One of these effects is aa iot 
the formation of albumoses. While Buch 
observed in some cases, it appears to 
a constant effect of hrperchlorhydria. " 



secretion of 

which I'eijuire 

ised rapidity in 

action has been 

by no means 

ither hand, 



the 



the action of the ptyalin of the saliva, is rettirded, since this 
ferment is not active in a strongly acid medium. The 
digestion of starch may be checked within a few minutes 
after the food enters the stomach, for the free acid can 
sometimes be detected so early as ten minutes after a test 
breakfast. When the acidity of the gastric juice in hydro- 
chloric acid exceeds 0'6 per cent, it is thought that even the 
digestion of proteid foods is retarded. 

The effect of hyperchlorhydria on intestinal digestion hits 
not been sufficiently studied. The excess of aeid probably 
retards the digestion of starches, but it is not clear that it 
interferes with the digestion of the fats. It is supposed by 
some that the delay in the appearance of an alkaline reaction 
in the contents of the small intestine induces the conatipa- 
tion often noted in hyperohlorhydria by slowing digestion. 

The gastric pain in excessive - acidity is sometimes 
caused by contractions of the pyloric muscles, and these 
contractions may lead to fatigue and atony of the stomach, 
and perhaps to dilatation. I shall refer again to this effect 
of the excessive acid in speaking of the disturbances of 
gastric motility. 

There is one disturbance of the secretory function of the 
stomach which strikingly illustrates the relationship between 
the nervous system and the production of the hydrochloric 
acid of the gastric juice. This is the state known as 
gastroxynsis or gasti'o-succorrhcea periodica. In this neurosis 
of secretion the patient from time to time suffers from very 
acote seizures of headache, pyrosis, nausea, and vomiting. 
There is severe thirst, and prostration soon sets in. The 
vomit consists of strongly acid mucous masses, and contains 
a high percentage of hydrochloric acid. A singular feature 
of these seizures is that they commonly develop while the 
stomach contains little or no food, often in the middle of the 
night or towards morning. The quantity of gastric juice 
that is vomited in seizures of this character is sometimes 

EJ.C. or 600 CO., and tiie vomiting may recur several 
in the course of a day. 
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Although we have no wholly satisfactory explanation of 
these remEbikable seizures, their neurotic character is strongly 
suggested by the tact that they develop almost exclusively 
in persons subjected to severe mental or emotional strain, 
and cease, temporarily at least, after a period of rest and 
frBedom from taxing mental effort. Bearing in mind what 
we know about the relation of the vagus nerves to the 
secretion of hydrochloric acid, one is tempted to regard this 
state of gastroxynsia as dependent on some disorder of the 
nervous aysteni in which the vagi are the conductors of 
excessive stimuli to the acid-forming cells of the glandular 
apparatus of the stomach. 

Having now discussed with some detail the conditions in 
which there ia a diatm-bed secretion of the hydrochloric acid 
of the gastric juice, I wish to say something about thu 
secretion of the ferments of the gastric juice. 

The human gastric juice contains at least two apparently 
distinct ferments, pepsin and rennin. Pepsin is a proteo- 
lytic ferment capable of converting proteids into albumoses 
and peptones. Eennin, the rennet ferment, causes the 
coagulation of milt by converting the caaeinogen into casein 
in the presence of calcium salts. While both these ferments 
are secreted in the gastric juice the glandular cells from 
which they come apparently do not hold them in any 
considerable quantity, but contain subatances called pro- 
enzymes, from which they are produced. These pro- 
enzymes, pepsinogen and rennet zymogen, probably exist 
in considerable amount in the granules of the chief cells of 
the gastric glands, even when the stomach is not secreting 
gastric juice. An important factor in the conversion of 
pepsinogen and the rennet zymogen into pepsin and rennin 
respectively is probably the hydrochloric acid of the^stric 
juice. This conversion occurs with great rapidity. Thus it 
was found that all the pepsinogen present in the aqueous 
extract of a cat's gastric mucous membrane coold be con- 
verted into pepsin in sixty seconds by treatment with 1 per 
cent, hydrochloric acid. 

The presence of free hydrochloric acid in the human 
gaatrio juice is apparently not essentia! to tlie conversion of 
the proenzymes into the ferments themselves. At leaat we 
linow that the gastric digestion of proteids sometiaies 
proceeds with normal activity where none of the free acid 
can ha detected. On the other hand, where there is no 



THE CHEMICAL PATHOLOGY OF 6A8TRIC DIGESTION 265 



a whatever o[ hydrochloric acid there is probably no 
peptic activity ; but this activity is sometimes considerable 
where the amount of combined hydrochloric acid is very low. 
How ia the conversion of the proenzymes into the ferments 
effected v^hen no free hydrochloric acid ia detectible ? I do 
not know of any evidence bearing on this point, but it seems 
to me not unfikelA? that hydrochloric acid may still be 
effective in producing the ferments from the proenzymes 
without being secreted in sufficient amount ever to be 
present as free Eu;id. 

The rennet ferment can be separated from the proteolytic 
ferment pepsin by chemical means, Thus where the two 
ferments are present the gradual addition of lead acetate 
precipitates the pepsin sooner than the rennin. Similarly 
the proenzyme pepsinogen can be distinguished from pepsin 
itself by a chemical procedure. The reagent used to effect this 
separation is sodium carbonate. This salt has a power- 
fully deati-uotive effect on pepsio, but bi. much less decided 
action upon certain extracts of the gastric mucous mem- 
brane from which pepsin can be derived by appropriate 
treatment, and which are therefore assunied to contain the 



I just now mentioned that the gastric digestion of 
proteids may continue when there is no secretion of free 
hydrochloric acid. There is in fact no close relationship 
between the amount of free acid and the amount of pepsin 
as measured by its proteolytic activity. Both entire absence 
of free hydrochloric acid and its presence in considerable 
excess are compatible with a normal activity of the pepsin 
ferment. The independence of the two functions, the 
ferment-secreting function and the hydrochloric acid-secret- 
ing function, is well illustrated by the conditions observed 
in some cases of non-malignant stenosis of the pylorus. It 
can be demonstrated without much difficulty in some of 
these cases of stenosis that the irritant products of fermenta- 
tion in the stagnating food excite the gastric glands to the 
secretion of an eseessive percentage of hydrochloric acid in 
the gastric juice. This excess of acid does not develop 
immediately after the meal, but after a period of stagnation. 
The overaction of the acid-forming cells is followed by a 
depression of function in the acid-making cells during 
which little or no secretion of free acid is observed, Now 
the fact which I wish to emphasiae here is that during these 
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marked lluctuiitioiiB ia the secretion of acid the secretion of 
pepsin ferment continueB with no marked fluctuations, and 
apparently unaffected by what 16 happening in ths disturbed 
acid -form mg cells. 

I do not wish to give you the impression that the pepsin- 
secreting function of the stomach is never disturbed. This 
function, though much more stable than the acid-forming 
function, is sometimes greatly depressed. Thus in any con- 
dition attended by extensive glandular atrophy the peptic 
function may be greatly impaired or may wholly fail. We 
see this in cases of carcinoma, in cases of pernicious anaemia, 
and in the state known as aehylia gastrica, in which little or 
no gastric juice is formed. When there is a rapid and per- 
sistent loss of peptonising power, which develops under 
repeated observation in a patient who secretes no free hydro- 
chloric acid, the ground for suspecting carcinoma becomes 
very strong. Whether the ferment-making function of the 
gastric cells is ever lost where the acid-forming cells con- 
tinue to secrete acid nonnally is a point on which I cannot 
inform you. So good an observer as Hammerschlag states 
that in nervous dyspepsia the peptic action may be greatly 
depressed while the secretion of acid ia normal, but further 
studies are desirable. 

The want of parallelism between the peptic and acid 
functions in the same individual is also observable in studio 
of the action of drugs. Thus Shiff found that atropin not 
merely diminished the gnantity of the gastric secretion, but 
often lowered the percentage of hydrochloric acid without 
depressing the peptic activity. 

How are we to explain the absence of pai'allelism 
between the acid-forming and the pepsin*forming functions 
of the stomach? The answer to this questiou is to be 
sought in the difference between the process of pepsin pro- 
duction and secretion and the process of acid production 
and secretion. 

Carefully conducted observations indicate that the gastric 
mucous membrane in the dog contains more pepsin or 
pepsinogen during the fasting state than during digestion, 
and that the pepsin or pepsinogen content falls gradually as 
the digestive process advances in the stomach. The forma- 
tion of the ferment thus occurs at a time of rest on the part 
of the secretory mechanism of the peptic cells, and this 
formation of pepsinogen is apparently the result of a "----' 
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transformation of the cell protoplasm. After a sufficient 
period of rest the glandular cells are loaded wilh pepsino- 
gen, and probahly all that is required to bring about an 
abundant secretion of the ferment is the necessary nervous 
stimulus and the presence of a small amount of Itydro- 
chlorio acid. 

The formation of the proenzjines in the glanduliir 
epithelia appears to be closely conoected with the supply of 
oxygen. During the period of secretory rest in which the 
proenzymes are formed, the stomach is anmmic and the 
epithelial cells receive tittle oxygen. This diminution oi 
oxygen doubtless hastens the decompositions in the cell 
protoplasm which result in the production and accumula- 
tion of the proenzymes. After a time the mucous mem- 
brane is no longer ansemic, but passes into a state of physio- 
logical congestion, in striking contrast with the antecedent 
condition of anjemia. During this state of congestion the 
cells receive an abundance of oxygen, and the active oxida- 
tions which take place probahly complete the decomposi- 
tions that result in the formation of the proenzymes, wJiilc 
the increased amount of fluid in the cells helps to secure the 
p^sage of the ferments into the stomach as a pait of the 
gastric juice. 

The conditions are different in the case of hydrochloric 
acid. This active constituent of the gastric juice does not 
exist in the glandular cells as acid, and before the acid can 
become a constituent of the gastric juice it is osaential 
to form it anew after the disruption of sodium chloride 
and the rearrangement of certain chemical affinities. The 
production and secretion of hydrochloric acid ai'o thus 
two acts more widely separated in character than the 
production of pepsinogen or pepsin and the secretion of 
pepsin. 

It seems likely from a consideration of the differences in 
the processes of pepsin and acid formation and secretion 
that the secretion of acid involves more complex conditions 
than those attending the mere secretion of pepsin. If this 
be so, it is easy to see why the pepsin -secreting function of 
the stomach is so stable as compared with the acid -secreting 
function, and why the latter is so readily disturbed by in- 
fluences which have relatively htfcle effect on the secretion of 
pepsin. 

I told you that there are three essential constituents of 



I 



L 



258 CHEMICAL PATHOLOG-y 

the gastric juice, the hydrochloric acid, the ferments, aDd 
ihe water. The hydrochloric acid and the ferments we have 
considered sufficiently for our present purpose. The water 
of the gastric juice must he separately considered because 
the conditions under which it ia secreted are largely inde- 
pendent of those relating to the secretion of acid and of the 
ferments. The independence of this diluent function of the 
stomach shows itself cUnieally in the ocetxrrenoe of gastric 
disease in which there is a watery secretion containing 
neither ferments nor combined acid. In the rare disease 
called achyha ^astnoa there is said to be at times a slight 
secretion of this kind. No gastric digestion occurs under 
these conditions, and a test breakfast Is found to be quite 
unaltered at the end of one hour or more. The absence of 
the rennin ferment is shown by the fact that milk remains 
in the stomach without undergoing coagulation. It is 
surprising to find how httle the general nntritlon and health 
may suffer in persons w^ho secrete only a small amount of 
gastric fluid containing neither hydrochloric acid nor tbe 
ferments. The intestine in these cases appears capable of 
compensating in large degree the loss of gastric function. 

The independence of the diluent function of the gastric 
mucosa is also shown by physiologicaJ experiment. Thus 
Sobneyer found that although irritation of the vagi is com- 
monly followed by the secretion of a gastric juice containing 
both acid and ferments, it was possible after a. period of 
starvation to obtain a secretion containing neither of these 
constituents. The action of pilocarpine is also instructive 
in this connection. There are patients in whom the sub- 
cutaneous use of this drag is followed by a very free secre- 
tion of a gastric juice which shows an abnormally high 
water content, a percentage of pepsin only a little below the 
normal, and a greatly diminished secretion of acid. 

Prom what has been already said it is evident thai the 
cellular activities of the gastric glands are by no means the 
same in the secretion of the ferments, the hydrochloric acid, 
and the water of the gastric juice. The functional activity 
most readily abolished by disease is that relating to the 
secretion of hydrochloric acid ; the ferment- secreting tuno- 
tion shows much greater resistance to most of the influences 
that create gastric disease. Most reslstent of all is the 
diluent function of the stomach which probably involves 
cellular activities of a less special character than the oihar 



J 



THE CHEJnCAL PATHOLOGY OF GASTEIC DIGESTION 259 

secretions, and which depends more largely upon the 
simpler physical activities like those concerned ivith oamoaia 
and filtration. 

While it is beside our purpose to discuss the thera- 
peutics of gastric disease in a systematic and detailed 
manner, I cannot omit some reference to the principles that 
should guide our efforts in the direction of succesBful treat- 
ment. So far as the derangements of gastric secretion are 
concerned we have to do with two prognostically different 
sets of cases, namely, those without and those with dis- 
tnrbances ot motility, I wish here to say something about 
our ability to modify the derangennents of gastric secretion, 
without reference to their association with troubles of motihty. 

Since the digesting activity of the gastric juice depends 
on the secretion of hydrochloric acid and on the secretion of 
ferments, two functions based on vei-y dififerent phyaiological 
oonditious, it is necessary to consider separately the thera- 
peutics of deranged acid production and ferment production. 

We have already seen that the secretion of hydrochloric 
acid is powerfully influenced by conditions of innervation 
and by the state of the glandular apparatus. One might 
therefore hope to modify the secretion of acid, either by way 
of the nervous system or directly by way of the acid-forming 
oella ot the mucosa. By securing to a patient an out-of-door 
life, with a judicious combination of physical exercise and 
rest, we obtain conditions of irmervation that strongly favour- 
a re -establishment of the norma! secretion of hydrochloric 
acid. Singular as it may appear, this favourable infiuonce 
of rest applies both to states of diminished acidity and to 
hyperchlorhydria. I will not undertake to explain why this 
is, but will content myself with mentioning the fact. 

While in some instances the re-estabhshment of normal 
innervation by these simple means suffices in time to bring 
about a normal secretion of acid, it is usually necessary 
to make some effort to influence directly the acid-forming 
cells of the mucosa. Where there is chronic gastritis daily 
lavage helps to restore the glandular cells to normal activity, 
perhaps mainly by the removal of masses of slightly digested 
food which act as mechanical or chemical irritants. It is 
also possible to influence the acid-forming oella by means of 
food and by means of drugs, though it must be oivued that 
observers ate not in accord in regard to the effects ot food 
and drugs. 
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It is well established that different food-stuffs act differ- 
ently on the secretion of gastric juice. Thus, while meat is 
a powet^ful stimulant to gastric secretion, milk calls forth the 
minimal secretory effort necessary for digestion. In a con- 
dition of hyperohlorhydrla both meat and milk are capable 
of entering into combination with the free acid, and of 
reducing in this way the amount of free acid. This leads 
often to a prompt diminution in painful gastric sensations. 
The effect is, however, only temporary, for there is soon a 
production of more acid. Milk is to lie preferred to meats, 
probably because it culls forth a less abundant secretion of 
acid. It is desirable to use milk rich in cream, because fat 
has some inhibitory action on the secretion of free hydio- 
chloric acid. In cases where there is gastric atony with 
hyperchlorhydria it is sometimes important not to give 
carbohydrates abundantly, because the products of their 
decomposition may stimulate an excessive secretion of acid- 
In states accompanied by diminished secretion of free acid it 
is especially important not to overfeed, since it is easy to 
allow more proteid than can be converted into the normal 
acid products of proteid digestion — a condition favourable tc 
excessive putrefaction of food. It is difficult to say whether 
milk or meat is to be preferred under these ciioum stances. 
Milk has the advantage of requiring less secretory effort on 
the part of the glandular cells to effect digestion ; meats, on 
the other hand, stimulate secretion, and this physiologioal 
stimulation is probably desirable. I think it is well to allow 
a good deal of milk in these cases and a moderate quantity 
of meat. Kemember that the carbohydrates readily ferment 
where there is little or no fi'ee hydrochloric acid, and that 
they must therefore be allowed with some caution. 

Some drugs have a decided effect on the production of 
acid. Thus atropia exerts a powerful inhibitory effect on ihfl 
gastric juice, not only in health, but in states of hypor- 
chlorhydiia. We can advantageously restrain this action in 
some instances, but I do not advise you ever to place your 
main reliance on this drug. Many physicians use the alkalis 
to neutralise an excess of acid. There is a difference of 
opinion as to whether the alkalis merely neutralise aciJ 
ali-eady secreted, or whether they also act on the glandnla 
cells m a specific way. I am inclined to agree with 
Beichmann that their effect is limited to the neuti'alisatioo ' 
of acid already secreted. Preparations of magnesia ate to 
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be preferred to the ciubonates of the alkalis, beeause they do 
not form irritant chlorides. 

I consider the alkalis valuable as temporary palliatives, 
but not for continued medication, as they do not affect the 
real causes of the excessivB secretion of acid. 

Although dmge are very extensively employed with a 
view to increasing the flow of gastric joice, and incidentally 
the amount of hydrochloric acid, I think we have no satis- 
factory evidence that there are any medicinal agents that 
can he relied upon to produce this result. Bitter tonics, 
ipecac and various salts are still confidently employed to 
stimulate gastric secretion, but upon inaufficient grounds. 
We have lately been assured that the drug known as orexin 
increases the secretion of hydrochloric acid, but the observa- 
tion is one which requires oonfinnation for cases of gastric 
disease. There is also no satisfactory proof that electrical 
applications to the mucosa increase gastric secretion. Weak 
alcoholic drinks can advantageously be used to stimulate the 
secretion of gastric juice where the depression of function is 
due to general causes, sach as fever or nervous exhaustion, 
but not where there is gastritis. 

It is, of course, obvious that where there is extensive 
atrophy of the gastric tubules it is most irrational to give 
drugs with a view to increasing accretion. 

But while we have no drugs at present that will certainly 
increase the flow of gastrin juice, ■we have a very simple way 
of making up the deficiency of hydrochloric acid, namely, by 
the administration of this acid in suitable dilution. From 
what we know of the physiology of the gastric juice one is 
justified in believing that the medicinal use of hydrochloric 
acid is beneficial on account of its bactericidal action, because 
U helps to convert the proenzymes into ferments, because 
it saturates proteids with the formation of acid products, 
because it favours normal gastric peristalsis, and because the 
tree acid stimulates the secretion of pancreatic juice. Many 
writers of large experience are, however, sceptical in reference 
to the therapeutics of hydrochloric acid. They point out, 
among other things, that it necessitates impracticably large 
amounts of the acid to effect saturation of the proteids, and 
that smaller doses are probably useless. Thus, according 
to careful studios made by Fleischer, it requires 0'05 gram 
of hydrochloric acid to convert 1 gram of egg albumin into 
acid albumin or syntonin, Assuming that the gastric juice 
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containa two parts of hydrochloric acid per thousand, it 
would require 3^ Utrea of gastric juice to change 150 grams 
of egg alfaumiu into Eusid albamin, or 30 CTacaa of a 25 per 
cent, solution. One hundred drops of the dilute acid, equiva- 
lent to 12'5 per cent, of strong acid, is capable of saturating 
only 15 grama of egg albumin. It is thus clear enough 
that we can give therapeutically only enough hydrochloric 
acid to saturate a small quantity of proteid. But the know- 
ledge of these limitations does not justify us in saying that 
hydrochloric acid is of no therapeutic use. The use of the 
acid in practicable doses is certainly a help in effecting the 
digestion of proteids, which, as we know, are ouly in part 
digested in the stomach. Clinical indications certainly favour 
the use of the free acid in cases where there is a marked 
failure in the secretion of gastric juice. In achlorhydria of 
neurotic origin I think it unwise to rely indefinitely on the 
acid, because its use does not improve the real conditions, 
In cases of achylia gastrica, however, where the gland cells 
are hopelessly atrophied, there may be considerable benefit 
from the use of rather large doses of the dilute acid (U.S. 
Phar.), say twenty drops at the height of each meal and 
twenty drops half an hour later. 

The conditions of rest and exercise which favour the 
restitution of normal conditions of acid secretion also favour 
a return of the normal secretion of the ferments of the 
gastric juice. From what I have said of the greater 
stability of the ferment -making functions of the Btomach 
as compared with its acid -producing function, one might 
infer that ferment secretion is not readily influenced by 
means of drugs. Excessive ferment secretion is an 
unknown condition, and our therapeutic efforts there- 
fore relate only to cases where the ferment secretion is 
diminished. 

I do not know of any drugs which can be employed 
therapeutically to increase the secretion of the peptic and 
milk-curdling ferments. We can, however, introduce fer- 
ments with the food which are capable of supplementing 
the deficiency in the normal ferments. Several different 
ferments are used for this purpose, among them pepsin, 
panereatin, papoid, caroid, and the ferments of the pine- 
apple. 

While pepsin may perhaps be of some service in startiiig 
the process of peptonisation where there is tree h]FdB>^j 
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chloric aoid in the storaach, the fact that an acid medium is 
neceasary tor its action greatly limits its utility, since its 
action is probably checked in the upper intestine. Pan- 
creatin, which acts in alkaline media, is adapted to action 
the intestine, but is oommonly useless because it is ( 
stroyed by the action of free acid in the stomach. It may 
be used, however, in cases of chronic gaatritia with per- 
sistent absence both of aoid and ferments, and there are 
experiments tvhich indicate that the process of peptonisa- 
tiOD thus initiated in the stomach leads to a better utilisa- 
tion of proteids than would otherwise be the case. I 
believe that papoid and caroid, ferments obtained from the 
milky juice of trees of the family of Papayacete, are of much 
greater practical service than pancreatin, though clinical and 
experimental observation has not yet definitely established 
their place in therapeutics. Both papoid and caroid pep- 
tonise energetically and have the gi-eat advantage of acting 
v?eU in acid, neutral, and alkaline media. 

Although the peptonising ferments are often helpful in 
forms of gastritis in which the gastric ferments continue to 
be secreted in considerable amounts, I am opposed to their 
prolonged use except in cases where there is a persistent 
absence or great diminution of these ferments, dependent 
presumably on incurable histological alterations in the 
glandular structures. I base this view on the belief that 
where the diminution in the ferments ia not dependent on 
structm-al disease a sufBoient secretion can be re-established 
by other therapeutic means, and that under these circum- 
stances it is not wise to make a practice of supplying 
peptonising agents from without. 

Although it is important for us as clinicians to take 
account of the secretory disturbances of the stomach, let us 
not commit the common error of overestimating their import- 
ance and of subordinating all other therapeutics to our 
efforts at gastric treatment. Let us rather bear in mind all 
the indications for treatment, considering carefully the intes- 
tinal as well as the gastric conditions, and looking well to the 
general therapeutic indications, for it rarely happens that a 
secretory disorder of the stomach is the sole indication for 
treatment. Often such indications, though not without im- 
portance, are subordinate to others derived from various 
associated disturbances, and the gastric treatment must take 
only its appropriate place in the general therapeutic plans. 
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Mature judgment and miieh experience are required to make 
the most intelligent plan for meeting varied and sometimes 
imtagoniatic indieations for treatment. 

We have diaoussed briefly some of the leading fenhires 
relating to alterations in the secretion of the gastric juice. 
Let me now call your attention to a disorder of gastric 
secretion characterised by the increased formation of mucus. 
Yon know that in health the mucous glands of the stomach 
secrete a small quantity of mucus, and that in conditions o£ 
disease this secretion is frequently much increased. Thus 
in the course of the various forms of acute gastritis the 
swelling of the mucous membrane is associated with a 
diminution in the secretion of the gastric juice, and a 
marked increase in the secretion of mucus. In the chronic 
foi-ms of gastritis there are great differences as to the degree 
of mucna formation. There are certain types of chronic 
gastritis in which there ia very little or no increase whatever 
in the formation of mucua, and others in which there is a 
regular and large increase. In the cases where there is a 
regular and large increase in the secretion of mucus, the 
condition is so distinctive that it deserves recognition as a 
distinct type of chronic gastritis, both clinically and patho- 
logically. In the state often called chronic mucous gastritis 
the gland-cells, especially those in the pyloric region and in 
the greater curvature, undergo a mucoid degeneration. The 
protoplasm of many of the gland-cells may be wholly 
replaced by mucus. Associated vrith the abundant secretion 
of mucus there is usually a marked diminution or loss of 
free hydrochloric acid. Clinically these cases of mucous 
gastritis are generally characterised by nausea, which often 
persists a considerable part of the day, and sotnetimea leads 
to vomiting. The stomach is unduly sensitive to the 
presence of food, especially if it be cold or very warm. 
Some epigastric tenderness is generally present. I have 
observed that headache, usually frontal, bequently accom- 
panies the nausea, although it occurs at times independ- 
ently. When the stomach is emptied by lavage or by 
vomiting there is an abundance of stringy or lumpy mucus. 
The mucus and the food often have a pecuhar pungent 
odour, due to the presence of butyric acid. As a rule 
patients with mucous gastritis have committed many indis- 
cretions in diet, both as regards the quantity and quality of 
their food. 
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There ia one little point relating to these cases of muoona 
gastritis which I would like you to bear in mind. This is 
that the mucus secreted by the stomach may find its way 
into the teces. I have several times known this to lead to 
the diagnosis of mucous colitis. You will find that in conse- 
quence of washing the stomach carefully the mucus ceases 
to appear in the movements. We frequently see relapses 
after years have gone by, and the patient who has onee uad 
a typical mucous gastritis almost always develops the same 
form of disease when a relapse oocurs. Sometimes, how- 
ever, the mucous glands undergo atrophy, and then there is a 
great diminution in the secretion of mucus. 

Let us pass now to a consideration of the disorders of 
motility observed in the course of gastric disease. These 
disorders are of two kinds — those in which there is an excess 
of motUity and those in which the motor powers of the 
stomach are lessened. Gases in which there is excessive 
motility are much less common than those in which the 
opposite conditions exist, and they are also of much less 
significance for the digestive functions. Where the motility 
of the stomach is exaggerat-ed there ia commonly a state of 
peristaltic unrest in which the patient is more or less dis- 
tinctly oonaeioua of abnormal activity in the walls of the 
stomach. The peristalsis as a rule takes the normal direc- 
tion, that is, towards the pylorus, hut in some instances there 
is a revel-sal of the normal direction. It is necessary to 
distinguish between those cases in which the trouble has a 
neurotic origin, as in hysterical and neurasthenic patients, 
and those in which there is a structural obstacle to the 
emptying of the stomach which incites the stomach to 
undue activity. The oases of functional origin often depend 
on hyperacidity of the gastric contents, the increase in 
acidity being due either to an increase in free hydrochloric 
acid or to an increase in organic acids. In many persons 
such hyperacidity leads to no excess in the motility of the 
stomach, and we have to assume the existence of an over- 
irritable nervous mechanism in those cases where moderate 
hyperacidity stimulates the stomach to increased peri- 
stalsis. It ia possible that pyloric cramp is the usual 
precursor of the increased movement of the stomach as 
a whole. 

Much more important in its consequences to the organ- 
ism are the disturbances associated with diminished gastric 
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motility. The diminntion in motor function is almost in- 
variably asBOoiated with diminished secretion of hydrochloiic 
acid and with some degree of chronic gastritis. , After a time 
the atony of the stomneh wall is usually followed by dilata- 
tion with its varied consequences. The pathological signifi- 
oance of impaired gastric motihty lies in the fact that the 
diminished activity of the stomach leads to a delay in empty- 
ing the stomach. This delay greatly favours fermentative 
alterations in the retained food, and these fermentative pro- 
ceases carry with them a long train of pathological conse- 
quences, including gastritis, impaired nutrition mm loss of 
food potential, and the effects of the absorption of slightly 
toxic substances arising from the decomposition of food. I 
may say here that the formation of poisons in the stomach, 
even in conditions of marked dilatation, is probably not of ao 
much importance as many writers have supposed. Apart 
from the fatty acids, lactic acid, alcohol, acetone, and sulphu- 
retted hydrogen, there is no evidence that toxic substances 
are formed. 

All conditions which exhaust the nervous system favour 
the production of atony of the stomach. This is ti-ue of 
exhausting diseases, prolonged woiTy, excessive mental work, 
undue sexual excitement, &c. The condition is a common 
one in neurasthenia and in hysterical patients. Perhaps the 
first change is a diminished secretion of gastric juice, to- 
gether with a diminished secretion of hydrochloric acid. It 
is easy to imagine that the removal of the normal stimulus 
of the gastric juice should lead to atony, since there is 
probably a close connection between the nervous activities 
that lead to the presence of free hydrochloric acid and those 
stimuli which cause the stomach to empty itself. For a long 
time a moderate degree of atony may exist without impairing 
general health. But sooner or later dilatation of the stomach 
occurs, and this almost always leads to some loss ot weight 
and strength. I think it very probable that the excessive 
use ot food and especially of fluids is frequently a factor in 
giving rise to dilatation. Although the sequence of events 
doubtless differs somewhat in different cases, it is likely that 
most cases of gastric dilatation are brought about through 
the association of diminished secretion of hydrochloric acid, 
atony of the stomach wail, and excesses in eating and drink- 
ing. A considerable degree of dilatation may arise under 
these circumstances, hut if the pyloric opening tis not 
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narrowed we are not apt to see the extreme grades of gastric 
dilatation. When the pyloric opening becomes the seat of 
mechanical obstruotion a serious factor is introduced. Under 
these conditions the dilatation of the stomach may reach an 
extreme degree. It is very important to recognise the exist- 
ence of obstruction at the pyloms, for the oases in which 
this exists differ greatly in prognosis and in treatment from 
those in which there is a free exit for the food. It is some- 
times a difficult matter to determine whether we have to 
deal with a pyloric stenosis or not. I think the most reliable 
guide in this connection is to be found in the state of the 
stomach after the night's rest. If you find that the stomach 
of a patient who takes a good-sized dinner at seven in the 
evening contains much food at seven o'clock in the morning, 
and shows this condition regularly, you can be almost posi- 
tive that there is some obstruction at the pyloric opening. 
This criterion is also of much importance in giving an indi- 
cation as to treatment, for if the stomach fails to empty 
itself after you have made use of the ordinary therapeutic 
measures this tact becomes a highly important mdication for 
surgical interference. On the other hand, if your patient 
■with dilatation of the stomach succeeds in emptying tije 
organ during the night it ia not likely that there exists an 
obstruction of suEBcient gravity to warrant operative pro- 
cedure. 

It ia necessary that yon should make a further distinction 
in cases of dilatation with stenosis at the pylorus. A certain 
number of these are due to malignant disease at or near the 
pyloric opening. Perhaps an equally large number of oases 
of pyloric stenosis are dependent on conditions wholly un- 
coimected with malignant disease. The relative frequency of 
non-malignant stenosis is a tact which physicians have only 
recently begun to recognise. If you bear in mind the exist- 
ence of cases of dilatation of the stomach due to non-malig- 
nant stricture of the pylorus from fibrous changes {often 
secondary to ulcer) or h-om congenital malformations, you 
will have the satisfaction every now and then of literally 
saving the hfe of some wretched patient by insisting on 
timely operation. 

Tne symptoms of dilatation of the stomach vary a good 
deal with the degree of the affection, and especially with the 
ability of the stomach to get rid of its contents through the 
pyloms. In the slighter degrees of dilatation, where the 
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stomach empties iteelt oompletely, though slowly, there are 
various trivial disturbances of digestion, such as nausea, 
gastric discomfort, flatulence, and perhaps some loss of 
weight. Where the dilatation is great and the stomach only 
slowly and imperfectly enapties itself, there is a condition of 
slow starvation attended by gradaal loss of weight and 
strength and symptoms of an exiiausted nervous system. In 
some instEinces persistent vomiting helps to reduce the 
strength of the patient. I consider mental depression a very 
common association of considerable dilatation of the stomacli. 
When well advanced these cases regularly show alterations 
in the urine referable to slow starvation, to excessive carbo- 
hydrate fermentation, and to excessive proteid pctrefaotion 
in the intestine. The urinary indications of starvation are a 
very low output of sodium chloride associated with the ex- 
cretion of a moderately or considerably diminished quantity 
of nitrogen, phosphoric and sulphuric acid, a diminished 
excretion of uric acid, and sometimes the presence of acetone. 
The quantity of urine is reduced owing to the dinainiahed 
absorption of water, water being absorbed from the stomach 
to only a limited extent. In moderate dilatation the volume 
of the urine is commonly below 1000 c.c. in the twenty-four 
hours, In extreme dilatation it may fall to 500 c.c. or leas, 
There is also a diminution in the volume of the fasces, as 
might be expected where so little food passes the pylorus, 
This diminution is a valuable index to the quantity of food 
that reaches the intestine. A normal adult passes from 
100 to 200 grams of fseces daily, but the quantity may ave- 
rage much less than 60 grams when there is serious pyloric 
obstruction. 

Since excessive intestinal putrefaction is almost alwaj-s a 
feature of cases of gastric dilatation, we should expect to 
find the various symptoms which I have described to you id 
talldng about excessive fermentation and putrefaction. These 
indirect effects are indeed common in persons with decided 
dilatation ; but, as alreaniy mentioned, it is exceedingly 
difficult to say vrith positiveness just which symptoms are 
referable to the products of excessive putrefaction. We have 
still much to learn on this subject. 

Another pathological association of cases of dilatation is 
what I have already spoken of as a state of acidosis, or mild 
acid intoxication, when referring to the chemical defences 
against diaeaae. In six caaea of marked gastric dilatatioa 
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wbioh I have studied, the evidences of such a eondition havo 
been present as a persistent condition little amenable to 
treatment. In one of my cases I observed a decrease ii 
evidences of this intoxication after months of lavagt 
out-of-door life. The character of the pathological organic 
acid or acida we do not yet know. We have determined only 
that the known bases exceed the known acids of the urine, 
this being, as I have explained, the evidence of an elimina- 
tion of unknown organic acids. Neither do we know as yet 
in what relation this condition stands to the symptoms of 
dilatation. It is possible that the organic acid to which I 
refer is an acid formed in the stomach owing to fermentation, 
but at present I think it more likely that the acid is derived 
from some obscure metabolic disturbance caused by toxic 
products absorbed from the gastro -enteric tract. The indica- 
tions of carbohydiate fermentation, aa evidenced by the 
urine, are chiefly the presence of fatty acids in excess. 
These fatty acids are derived from the decomposition of 
carbohydrates in the stomach. The signs of excessive in- 
testinal putrefaction are chiefly an increase in the indican of 
the urine, an increased output of phenol, and a marked 
e in the ratio of the ethereal sulphates to the pretoruiod 

'fiS. 

areful physical examination is always essential to the 
recognition of the various consequences of diminished gastric 
motility. The degree of dilatation is readily made out by 
fully inflating the stomach with air. It is better to do tliis 
by means of a bulb attached to a stomach tube than thi'ough 
the use of the seidlitz -powder test. The position of the 
stomach and its size when inflated enable you to distinguish 
between a lowering of the stomach as a whole, that is, a 
gastroptosis, and a dilatation of the organ. Examination aids 
you in distinguishing a distended and misplaced colon from a 
distended stomach. When you have concluded that there is 
a considerable dilatation, tt^ether with an obstruction at 
the pylonis, it may be difficult or even impossible to 
determine with certainty whether you are dealing with a 
stenosis of benign or malignant origin. There are some 
points to guide you in the diagnosis. If the patient is under 
forty, a malignant stenosis is unhkely if the other indications 
are evenly balanced. If the loss of weight and strength haa 
been very gradual, and if the patient has a history of marked 
"■ ipepaia extending back one or more years, the stenosis is 
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more likely to be con- malignant than malignant, 
loss of weight in a person over forty suggests cart 
and the presenee of much pain and a history of vomiting 
blood gi'eatly increase this probability. The latter symptoms 
may, however, be entirely wanting in carcinoma. The 
occurrence of vomiting of food does not help one, since it is 
common in both conditions ; neither does the presence of 
lactic acid, which was once thought to be almost distinctive 
of carcinoma. Considerable amounts of lactic acid are 
liable to be formed whenever the stomach is greatly dilated 
from any cause. The presence of free hydrochloric acid in 
fair amount is rather against carcinoma, but you must re- 
member that we may have even a hyperchlorhydria in cases 
of carcinoma growing on the base of an old ulcer. If free 
hydrochloric acid is persistently absent, it is probably & 
little in favour of carcinoma. 

I consider it important for you to be acquainted with the 
fact that the disorder of secretion which was described by 
Eeichmann as gastro-succorrbcea chronica, and by Eiegel aa 
chronic supersecretion, is usually one of the consequences of 
dilatation of the stomach. This disorder is characterised 
by the chronic and uninterrupted secretion of gastric juice 
in the fasting as well as in the food-containing stomach. 
The gastric juice secreted by the supposedly empty stomach 
coniains both hydrochloric acid and the ferments. 

The chronic and continuous flow of gastric juice was 
originally regarded as a primary disorder, quite independent 
of demonstrable alterations in the structure of the stomach, 
and due to some pathological state of the uervous system. 
That cases of this sort do occasionally occur seems beyond 
doubt, but it appears to be true that most of the instances of 
secretory disorder charitcterised by chronic continuous flow 
of gastric juice are far from being independent of structural 
disease, and are, indeed, to be considered secondary to 
dsfinito lesions of the stomach. Thus there are cases of 
dilatation of the stomach in which the irritation of retained 
food or its products is the cause of a chronic continuoua 
flow of gastric juice containing a high percentage of hydro- 
chloric acid. Wash the stomach Uioroughly a few hoois 
after each meal, so as to prevent atagoation of food, and 
you will notice a reduction or complete disappearance of 
gastric juice during the fasting state. Likewise in gastric 
ulcer there is often a chronic continuous flow of gastric juice 
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of high acidity. Even in some Eipparentiy normal persons 
one finds some gastric juice at a time when the stomach is 
supposed to be resting in its secretory work. Careful 
examination shows that the organ contains tine particles 
of food, and that gastric digestion is really in progress. It 
is certain that in many of the supposedly 'primary' cases 
of chronic gastro-suocorrhtca the stomach is not free from 
food at the times when it is supposed to be empty. Thus, 
even in these cases, one may suspect that gastric digestion 
is really going on in a slight degree when the stomach is 
thought to be free from food. It is of interest in this 
connection that in some typical ' primary ' cases of chronic 
gastro-succorrhoea the stomach has ceased to secrete gastric 
juice before breakfast, after the patient had been subjected 
to a gastro- enterostomy, or after rectal feeding had been 
practised for several days. 

Although it is true that in most instances of chronic 
gastro -sucoorrhtea there is an excessive aecretion of hydro- 
chloric acid, there ^re instances of the condition in which 
the excessive flow of gastric juice is attended by a marked 
diminution in free hydrochloric acid. This has been noted, 
for example, in cancer of the pylonis. 

The treatment of simple dilatation of the stomach is 
usually satisfactory. Patients should be advised to take 
frequent meals of moderate size, and should be cautioned 
against overloading the stomach. This precaution as re- 

girds diet should be combined with the regular and thorough 
iVage of the stomach, at least three times a week, until the 
signs of dilatation are distinctly lessened. It is advantageous 
to add twenty or thirty minims of nus vomica to the wash 
water. It with these measures the patient be placed under 
reasonably favourable conditions as regards exercise, rest, 
freedom from worry, &c., you will see a rapid change for the 
better. I think you will frequently be surprised at the quick 
improvement in local symptoms and in strength and weight. 
There is, however, always some danger of a relapse into less 
favourable conditions unless the patient is willing to practise 
self-denial in reference to the pleasures of the table. 

In the cases of dilatation which are dependent on a 
etcnosis, the treat meut miist frequently be surgical in 
character. In the cases of malignant disease extirpation 
of the tumour should be practised if the disease be not too 
advanced. But even where the disease has extended so 
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as to make estirpittion impracticable operative treatment is 
often positively indicated. The operation has for its object 
the establishment of a new outlet from the stomach. Such 
an outlet, as you know, can be obtained by the operation of 
gastro-enterostomy. 

If you will stop for a moment to reflect on the facts 
which we have considered in speaking of the secretory and 
motor derangements of the stomach, you will observe how 
close is the relation between the two kinds of disorders. 
While it is true that soeretoiy derangements may exist 
independently of alterations in the functions of motility, 
there is no douht that the former usually favour the develop- 
ment of the latter. The commonest type of digestive dis- 
order, alight chronic gastritis vrith diminution in the secretion 
of free hydrochloric acid, usually soon leads to some degree 
of gastric atony, and this gastric atony is often the pre- 
cursor of dilatation, slight or considerable. You will also 
have observed that the establishment of a disorder of 
motility promotes the continuance of secretory disturbance. 
This is especially noticeable in cases of dilatation, in which 
the stagnation of food permits the formation of products of 
fermentation, which in turn have an influence on the secre- 
tion of hydrochloric acid. The gastritis set up by these 
irritant products usually has the effect of still further check- 
ing tbe secretion of hydrochloric acid, but in some instances, 
owing doubtless to idiosyncrasies of innervation, these pro- 
ducts excite the opposite condition, namely, an esoeBBiTB 
secretion of acid. Indeed, there are instances in which, 
owing to conditions still unknown, a state of achlorhydrift 
or hypochlorhydria is quickly followed by a temporary excess 
of free hydrochloric acid in the gastric juice. 
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Impoctance of inteatinal digestion — Derangements ot intestinal secre- 
tion ; ot motility — Charactere of the bile — Besorption from the gall- 
bladder; from the Intea tine —Functions of the bile^EmiilEification 
of fats— Effect on fat absorption of esolading the hiie — Effect of 
bile on pflriBti.lais — Suppoaod antiaeplic action — EiperimentE of 
Favlow showing effect of bile on action of pancreatic ferments— 
Influence ol exolnsion of bile in the human subject — Inflnence ol 
bile on certain purgatives— Causes of diminialieii biliar; secretion^ 
Characters of the pancientia juice — Amyloljtic, steaptic, and. proteo- 
lytic ferments — Effects o£ diminished pancreatic secretion— Canaas— 
Effects of diminielied biliary and pancreatia secretion — Changes in 
(he urine caused by disocders of intestinal digestion^Incressed 
excretion of nrio acid— Increased excretion of other organic acids- 
Excess ol ethereal sulpKates — Treatment of disorders attended with 
diminished secretion o( bile and pancreatic juice — Cholagogne 
drugs — Ox-bile — Effect oE pancreatic gland on tat absorption — 
Best and diet in acute duodenitis— Diet in chronic duodenitiB— The 
saocus antericns — A ' ferment of ferments ' — Effects o 'dimiolsbed 
secretion ot the succus enbericus — Increased secretion ol intestinal 
mucus— Mucous colitis— Disorders of intestinal motility- IncreasEd 
motility : colic, diarrhcea —Green stoola — ' Pat diarrhcea '— Conatipa- 
tion — 'Its effects — Increased intestinal putrefaction^ Increase ot 
nrobilin of the arine from increased absorption — Elements in 
treatment ot diarrhtea and constipation— Eeotal alimentation. 

We pass thia morning to the disorders of mtestinaJ digestion. 
Wbile the pathological chemistry ot gastric digestion has 
been more carefully studied than that of intestinal digestion, 
owing largely to the facility in obtaining the gastric contents 
for study, it is likely that knowledge of the pathology of 
intestinal digestion is even more essential to an understand- 
ing ot the diseases of nutrition. There is do doubt thai 
intestinal digestion has a much more important rSle \u eany- 
ing on the nutrition of the body than has digestion m the 
stomach. It is possible for dogs, and even for hnmui 
beings, to live and maintain a good state of nutrition ks 
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consiSerable periods of time after total extirpation of 
stomach ; but we cannot conceive that nutritive fimotiona sufB- 
cieiit for the maintenance of life could be carried on after the 
complete elimination of the functions of the small intestine, 
although nutrition may not be appreciably impaired after 
removal of tvfo or three feet of the intestine. I shall speak 
to you to-day, from the standpoint of pathological chemistry, 
of certain disorders of secretion and of motility that occur in 
the course of intestinal disorders. The disorders of secretion 
inolude the diminished secretion of the bile, of the pancreatic 
jnice, and of the auocus entericus, and the increased secre- 
tion of mucus. The disorders of naotility comprise exeessivQ 
peristaltic activity and diminished peristaltic activity. 

The disorders of intestinal secretion are common and 
im^rtant. I shall begin coy sketch of these disturbances by 
reviewing with you some of the more important facts con- 
nected with the diminished secretion of thehile, after remind- 
ing you of the chief characters of this secretion. You will 
remember that the bile in the gall-bladder is an alkaline 
golden-yellow or brown fluid, sometimes possessing a greenish 
tint. The bile has a bitter taste vrith a sweet after-taste. 
Its specific gravity varies from I-OIO to 1'040. In health 
there are probably considerable variations as to the quantity 
formed in twenty-four hours. Probably from 400 to 600 c.c. 
are daily discharged in the intestine of an adult under 
ordinary conditions, but the amount may fall as low as 
300 c.c. or reach 1,000 c.c. The bile contains from one to 
two per cent, of the bile-acids. These, as you remember, 
are combinations of chohc acid with glycocoll and taurin, 
forming respectively glycocholio and taurochohc acid. The 
bile-acids hold in solution considerable quantities of chole- 
Bterin and lecithin, an important function, of which I shall 
say more in another connection. The colour of human bile 
is due largely to bihrubm, a derivative of hsemoglobin. 
Other bile-pigments are present, but they need not be 
specially mentioned. Besides these chief constituents of 
the bile, it contains a small quantity of soaps, fats, and urea, 
and a variable quantity of mucin. The inorganic salts of 
the bile are chlorides and phosphates. A little iron and 
perhaps a trace of copper are normal constituents. The 
bile contains a small percentage of oxygen and a large 
percentage of carbon dioxide. What we know of human 
bile is the result of observations on fistulsa, and we cannot 
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aaaume that the conditions of secretion are here wholly 

The bito in the gall-bladder undergoes h. reaorption of 
some of its constituents. This resorption relates especially 
to water, to iron, and the bile-salts, A resorption of the 
bile-fialts also goes on from the intestine, so that we may 
look upon these salts as being preserved for use in the 
organism instead of being discarded like excretory products. 

The bile must be regai-ded as being in paii; a secretion 
useful to digestion, but aJao as an excretion which gets i-id of 
vai-ious known and unkaown materials, including living and 
dead bacteria, the d6bris of red blood ceUs, &c. 

The functions of the bile in the intestine are of at least 
three sorts. First, its presence favours the absorption oi 
fats. This property it owes partly to an emulsifying action 
on the part of the cholates or oile-salts, which also have ihe 
power of dissolving otherwise insoluble soaps of calcium and 
niagnesium. The emulsiou formed through the action of 
the bile promotes the formation of soaps, which, as I have 
already pointed out to you, are readily absorbed from the 
intestine. The bile-salts probably play an important part ia 
bringing about the formation of soaps. The importance of 
the bile for the absorption of fats can be shown in the eas' 
of the dog by a very simple experiment. Thus a normal dog 
of large size fed on 150 to 250 grams of fat daily absorbs 
from 75 per cent, to 90 per cent, of this amount. If now a, 
fistula be formed so that the bile is diverted fi'om the in- 
testine, much the gi-eater part of the fat is lost in the fasces, 
even if the total amount of fat given be reduced to 100 
or 150 grama. A second function of the bile is that of 
stimulating intestinal peristalsis. This is shown by the 
constipation which follows the experimental diversion of the 
bile from the intestine. The purgative action of the bile is 
referred by Stadelmann to the irritant action of the bile- 
salts on the colon. The third function of the bile is its anti- 
septic action, an action which has been much overrated 
The influence of bile on putrefactive bacteria is only slight, 
and is quickly lost on exposure to the action of such mioro- 
organisms. It is even claimed that sterile bile undergoes 
decomposition on keeping. Nevertheless the bile exerts 
indirectly an important effect in keeping the putrefactive 
processes in the intestine within normal limits. This it does 
partly by stimulating peristaltic action and hurrying onwards 
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the food through the intestine. It also acta indirectly on 
putrefaction by its effect on fat absorption, since the presence 
of lai'ge amounts of fat in the intestine is favourable to 
putrefactive decomposition. Quite recently a further function 
of the bile has been discovered— namely, that of dissolving 
very readily certain specific bacteria of a pathogenic character. 

Experimental observations by Pawlow and his pupils 
promise to throw new light on the nature of the functions of 
the bile, at least so far as the dog is concerned. These 
observations indicate that the bile has Ultle chemical action on 
the various food-stuffs, but that it has the very important 
property of reinforcing the ferment aotion of the pancreatic 
juice. This auxiliary activity of the bile was found to be 
especially marked in reference to the fat-splitting ferment of 
the pancreas, but the action on the proteolytic and amylo- 
lytic ferments, though less pronounced, was also marked. 
Perhaps in man the diminution in fat absorption following 
exclusion of the bile is due in part to the withdrawal of this 
reinforcing action of the bile on the pancreatic juice, which 
might impair the fat-splitting function. Where the fat 
ingested is in moderate amount one would not expect a 
noticeable falling off in fat absorption. 

Experiunents conducted on dogs, in which the dislocated 
duodenal papilla, with a bit of the adjacent mucous mem- 
brane, was kept under observation, showed that no bile is 
secreted in the starving stat-e. Moreover water, acids, un- 
cooked albumin, and cooked starch fajled to excite any 
secretion. On the other hand, fat, the extractives of meats, 
and the products of proteid digestion gave rise to a free flow 
of bile. It thus appears that the bile-flow is excited by 
specific stimuh. There is also a close correspondence in 
tmae between the rise and fall of the bUiary secretion and 
the pancreatic juice — a fact in itself strongly suggestive of the 
close physiological illation between the two secretions. 

The bile strongly retards the action of the peptic ferment, 
and there can be httle doubt that the concentration of the 
bile dming digestion is sufficient to put an end to the peptic 
digestion of proteids. This action of the bile on pepsin, a 
ferment injurious to the action of the pancreatic ferments, 
taken in conjunction with the helpful effect of ihe bile on the 
pancreatic ferments, leads one to beUeve that an important 
function of the bite is to facilitate the transition from gastric 
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duodenal digestion. 
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-■- ffrom what I have told you of the functions of the bile 
you can deduce for yourselves the nature of the chief dis- 
turbances that follow a diminished secretion of the bile in 
the human subject. Thus perhaps the most important effect 
of this diminution is the impaired absorption of fats. Where 
the pancreatic juice continues to be fi'eely secreted in the 
human subject the diminutiion in tat absorption is usually 
not very great unless the quantity of fat ingested be large ; 
that is, from 200 to 300 grams daily. Indeed, there is 
reason to think that in exceptional instances there ts no 
diminution whatever in fat absorption, since the pancreatic 
juice is sometimes capable of compensating for the absence 
of the bile. On the other hand Miiller found from 55'5 to 
73-5 per cent, of the ingested tat in the stools of patients with 
jaimdice, where the bile was excluded from the gut without 
interference with the pancreatic juice. In one of my cases 
4676 per cent, of the food fat reappeared in the fffioes. 
In health the loss probably seldom exceeds 20 per cent., 
where the fat ingested is not exceptionally large. It is thus 
apparent that the influence on fat absorption of shutting off the 
secretion of bile is variable, and considerably less pronounced 
and less constant in the case of the human subject than in 
dogs. Whether the digestion and absorption of proteidg 
and starches usually suffer in the human subject through 
failure of the adjuvant action of the bile is uncertain. But 
we do know that there are cases of long-standing biliary 
hstulEC in the human subject in which the general nutritioa 
has not suffered. It ca.nnot, therefore, be held that the 
presence of bile in the intestine is always essential to the 
maintenance of health. 

Another effect of diminished secretion of bile is con- 
stipation, but at times this consequence is not noticeable. 
The stools are usually offensive where the bile does not 
enter the intestine. This is probably owing to the increased 

froteid putrefaction that occurs in the intestine, and of whiob 
have already spoken. The stools are almost always clay- 
coloured or grey when the bile colouring-matters are eJ- 
eluded from the intestine. You should remember, however, 
that the presence of clay-coloured stools is not in itself an 
indication that the bile is shut off wholly. I believe it aonte- 
times happens that the bacterial activity in the inteetiM 
leads to a destruction of the bile-pigments or the fEsoal M- 
ment urohihn, and hence to olay-coloured stools, even whffl 
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a. cousiderable amount of bile is seoreted. On the other 
haod, if the faeces present the normal hrown colomtion, this 
Is regarded as satisfactory evidence that bile is bein^ freely 
pa,s3ed into the intestine. These effects of the diminished 
secretion of bile are apt to he associated with vanous 
symptoms and indications of catarrhal infltunmation in the 
upper part of the small intestine. 

There is reason to think that the bile exevts a solvent 
action on certain drugs of a purgative nature, and thitt these 
drugs lose their purgative properties, whoUy or partially, 
when the bile is shut off from the intestine. Thus Buchheim 
and Stadelmann observed that podophyllura, resin of jalap, 
resin of scammony, rhubarb, convolvulin, and cathartic acid 
were largely or wholly robbed of their purgative action when 
the bile was diverted from the gut. 

A diminished secretion of bile may be the result of 
mechanical causes which hinder the flow of the secretion 
into the duodenum, or it may result from conditions that 
occasion a diminished formation of the bile. Among the 
most important mechanical causes of diminished biliary 
secretion is inflammation of the duodenal mucous membrane, 
either acute or chronic. Such iniammation diminishes the 
size of the opening of the common bile-duet, and may wholly 
obstruct it. "Under these circumstances there is likewise a 
diminished secretion of pancreatic juice. Gall-atones and 
the inflammations with which they are associated are also 
frequent causes of narrowing of the cystic or common duct, 
or of both. Another important cause of the diminished flow 
of bile is an alteration in the oonaistence of the bile, which 
may become so viscid that it 8ta.gnates in the smaller and 
larger biliary ducts. This sort of obstruction is hable to 
occur where large numbers of red blood-cells go rapidly to 
deatruetion, as in some kinds of jaundice. The conditions 
that lead to diminished formation of the bile are not well 
understood, but it is Ukely that causes leading to depression 
of the nervous system are capable of diminishing its pro- 
duction. Prominent among such causes are great physical 
or mental fatigue, worry, sexual excitement, &c. It is likely 
that the mechanical causes of deficient biliary secretion are 
frequently combined with causes which act through the 
nervous system. This is perhaps the case in many instances 
of slight g astro -duodenal catarrh. 

You are, of course, well aware that when the bite Is shut 
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off completely, or almost entirely, from the intestine jaundice 
soon develops. It is not my intention, however, to epeak to 
you to-day of the influence on the organism at large of 
obstniction to the bile-flow. This subject is of such im- 
portance that I shall have to discuss it with you in s, lecture 
devoted to the purpose. 

Let us now consider the effects on digestion that arise from 
decreased secretion of the pancreatic juice. The panci'eatic 
mice is by far the most important of all the digestive fluids. 
The pancreas is present in all air-breathing animals, and 
usuaDy has some representative in organisms lower in the 
scale of development. The properties of the pancreatic juice 
have been especially studied in dogs with the aid of experi- 
mental fistuliB. It is only occasionally that the opportunity 
arises in a human being to study the pancreatic secretion, as, 
for instance, after the removal of a pancreatic cyst. But you 
can see that the conditions under which one would be likely 
to have a chance to study the human pancreatic fluid are very 
apt to be abnormal in character, and hence we really know 
little of the natm^e of normal pancreatic juice. In dogs the 
secretion has a specific gravity of about 1-030 when taken 
from new-made fistulie. The fluid is clear, strongly alkaline, 
and contains from 2 to 15 per cent, of solids. Goagulable 
proteids are present in variable but often consiaei'ahle 
quantity, and may cause the pancreatic juice to solidify on 
heating, much like the white of egg. The pancreatic juice 
from recent canine fistulie coagulates spontaneously. The 
secretion contains sodium carbonate, and liberates carbon 
dioxide upon the addition of acid. It contains also alkaline 
chlorides and a little calcium and maguesinm phosphate. 
The secretion decomposes readily on exposure to putrefactive 
bacteria, and develops intestinal gases. It contains a little 
leucin, a little fat, and a small amount of soaps. The pan- 
creatic juice owes its digestive activity to the presence of a' 
least three distinct ferments : a fat-sphtting ferment, a starch- 
converting ferment, and a peptonising ferment. These fer- 
ments are known respectively as steapsin, amylopsin, and 
trypsin. The extracts of pancreas known as panwealin 
contain all three ferments. 

The amonnt of pancreatic juice normally secreted by an 
adult human being probably varies widely even in the same 
individual. The usual quantity is supposed to be from 300 
to 500 c.c. in twenty-four hours- The maximum secret 
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in dogs OOGurs during the fiist three hours after b. meal. 
Then there is a gradual fall, which reaches the lowest 
point between the fifth and seventh hour. After this 
there is a rise, which reaches its maKimum from the 
ninth to the eleventh hour. Unless further food he given 
the secretion stops between the eighteenth and twenty- 
fourth hour. 

Recent experiments on dogs indicate that the hydro- 
chloric acid of the gastric juice on entering the duodenum 
with the chyme acts as a powerful physiological atimulua to 
the secretion of pancreatic juice. It is thought to act in a 
refiex manner by stimulating the mucous membrane of the 
duodenum, andit is said that the neutralisation of the hydro- 
chloric acid of the stomach by nieans of alkalis gives rise 
to marked diminution in the flow of pancreatic juice. There 
is some reason to think that the utility of free hydrochloric 
acid as a therapeutic agent in cases of diminished hydro- 
chloric acid secretion is referable to this action on the pan- 
creatic juice. Fat is another powerful excitant of pancreatic 
secretion, and the digestibility of milk has been ascribed in 
part to the readiness with which its fat content excites the 
flow of pancreatic juice. 

The disturbances that attend a decreased secretion of 
pancreatic juice may be inferred from a kuowledge of the 
functions of the pancreatic secretion. The starch- splitting 
or amylolytic ferment converts stai'cb partly into destrin, 
but chiefly into isomahose and maltose. Very httle glucose 
is formed. During the first month of life it is thought that 
no amylopsin is formed, and hence that it is improper to 

t've children starches during this period. A reduction or 
ilure of the amylolytic ferment leads, as one might easpect, 
to impaired digestion of starchy food. As the stai'oh is con- 
verted slowly into maltose, it is acted on by bacteria with 
the foi'mation of carbon dioxide, alcohol, acetic acid, &c. 
HcDce there results a loss of carbohydrate assimilation. The 
loss of caloric potential of the food leads to loss of weight 
and to an inabiHty to accumulate fat. Many dyspeptic 
patients continue very thin in spite of eating cai-bohydrates 
m abundance. This is probably owing partly to the impaired 
conversion and absorption of starchy food. The accumula- 
tion of carbon dioxide and other gases occasions flatulence. 
The fseces show the indications of excessive fermentation, 
indioationEi to which I have already referred at sufficient 
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lengtih. In many mstancee the failure of GEtrbohydrartis 
digestion in the intestine is associated with drowsiness after 
meals, with slight headache, and with varioun minor disturb- 
ances of well-being. These are perhaps owing in some 
degree to the absorption of alcohol and various organic 
acida. 

The steaptio or fat-splitting ferment decomposes the 
neutral fats into fatty acida and glycerine. It also exerts an 
emulsifying action on the fata, an activity in which it is 
reinforced by the bile to a, considerable extent. One part of 
the fatty acids set free by the fat-splittiug ferment combines 
with alkalis in the intestine with the formation of soaps. 
This soap-making process is thought to favour the emulaifica- 
tion of neutral fats. Another portion of the fatty acids is 
absorbed as such, and probably combines with glycerine in 
the intestinal wall, again to form neutral fat. As might be 
anticipated, a reduction or failure of the fat-sphtting ferment 
ia followed by defective splitting and absorption of fat. 
Abelman and Minkowski found a great reduction in the 
absorption of fat after extirpation of the pancreas in doga, 
even when the bile secretion was undisturbed. There are 
clinical reasons for believing that the effect on fat absorption 
of shutting off the pancreatic juice ia somewhat greater in 
the case of dogs than in the human subject. 

The failure of the ateapsin seoi'etion leads to diminished 
decomposition and abaorption of fat, which ie frequently 
shown by the increase in the neutral fat in the faeces. It 
often happens, however, that, in spite of the steapsin beiog 
withheld from the intestine, the neutral fat is decomposed 
nearly as fully as in health. This is owing to the activity of 
fat-splitting bacteria in the intestine. 

The fat-splitting action of the steapsin is most pronounoed 
in a neutral or alkaline medium. In an acid medium the lair 
splitting process is impaired or wholly checked. Hence it is 
important that we should diet our patients so as to avoid B«s 
presence of unnecessary organic acids in the upper part of 
the intestine, where there is evidence of excessive amouEi* 
of neutral fat in the fieces due to diminished fat-splitting. 

The third ferment of the pancreatic juice is the onowbiab 
exerts a proteolytic or proteid-sphtting action. It acts well 
in neutral or aUghtly alkaline media. Its action is, howevar, 
checked by the presence of free acids. As already mentioned, 
free hydrochloric, apidstimulatea the pancreatic secretiDii 
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and probably does not inhibit the prroteolytio ferment becaqse 
it is quickly neutralised. The action of trypsin on proteids 
yields albnmoses and peptones. These bodies are absorbed 
as such, but probably oecome converted into aerum albumin 
in the manner described to you in a previous lecture. Other 
products of tryptic digestion are leucin, tyrosin, aapartic 
acid, lysin, and ammonia. Still another product is the body 
known as tryptophan or protein ohromogen, which has been 
supposed to contribute to the production of the colouring 
matter of the blood and other pigments. 

It is not quite clear whether ammonia is formed chiefly 
in the intestine or in the intestinal wall. During a meal, and 
especially during a meal rich in meat, the quantity of 
ammonia in the tissues of the Intestinal wall and in the 
blood passing fi'om the intestine to the portal vein is very 
large. This ammonia, on being carried into the liver, is 
promptly converted into urea. 

If ti-yptic digestion be permitted to nm its full course, 
there is a formation of phenol, indo!, skatol, &c. In condi- 
tions of normal tryptic digestion these bodies are formed 
only in small amount, because the albumoses and peptones 
are promptly absorbed. In conditions where the tryptic 
digestion is delayed or absorption is slow tbe aromatic 
bodies are produced in excess through the proteolytic action 
of bacteria. In consequence of their formation in the 
intestine these putrefactive bodies ultimately appear in the 
urine in conjugation with sulphuric and perhaps other acids, 
and, as alrecidy explained, constitute the chemical indications 
of excessive intestinal putrefaction. 

When tryptic digestion becomes greatly impaired, or alto- 
gether ceases, the digestion of proteids is of course markedly 
diminished. In consequence of this an excessive quantity of 
nitrogen, representing partly digested or undigest-ed proteid 
food, finds its way into the tteces. If the quantity of proteid 
food ingested be only sufQcient to maintain the nitrogenous 
balance of the body in a state of health, and on an ordinary 
diet, it is easy to see how a loss in nitrogen through the 
tteces mubt lead to a loss in the weight of tlie patient. Such 
a loss, if large and long continued, gives to metabobc pro- 
ceasea the characters that belong to a slate of partial and 
chronic inanition. 

In cases where tryptic digestion is much impaired the use 
jueat in normal amounts is followed by the reappearance 
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of meat fibre in abundance in the fseces, and nuoroscopical 
esamincilion will indicate to you the failure in pancreatic 
digestion- Similarly when the trypsin secretion is diminished 
or checked the casein of milk appears in the feeces in the 
form of larger and smaller coagula. 

Moderately diminished tryptic secretion presmnably leads 
to some impairment in the nutrition of the body, and is pro- 
bably a frequent factor in causing loss of weight in persons 
with intestinal indigestioc Perhaps in many instances the 
difficulty lies in a moderate reduction in the total amount of 
panoreatio juice. 

I should not wisii to give you the idea that proteid digestion 
cannot be earned on without the aid of the pancreatic fer- 
ment. It is certain that the stomach is capable of initiating 
proteolytic changes of great value in furthering the absoni- 
tiou of alfaumoses, but there is no reason to suppose that the 
stomach is ever capable of compensating wholly for a loss of 
pancreatic digestion. I believe that the persistent exclu- 
sion of the pancreatic juice from the gut always leads io 
starvation. 

It seems likely that in disease all three of the chief pan- 
creatic ferments, the fat -splitting, the starch -con verting, and 
the proteolytic, ordinarily suffer diminution together. But 
there is reason to think that the different terments are 
not always diminished in an equal degree. Thus it is said 
that in fever the ability to digest starches and fat may be 
much more impaired than the capacity of the pancreatic 
juice to act on proteids— an observation only to be explained 
on the assumption that ti^ypsm is, under these circumstances, 
more al>unaantly secreted than the other ferments. There is 
also reason to think that the quantity of the different fer- 
ments is determined by the character of the different kinds 
of food employed, meat calling forth especially the Booretioo 
of trypsin, fat the secretion of ateapsin, &c. 

There has recently been desonbed a fourth pancreatic 
ferment capable of splitting milk sugar into galactose w"l 
dextrose. This ferment appears to be quite distinct from the 
others, and is secreted oiily under the stimulus of lactose. 

I shall now mention the chief conditions capable of giviflg 
rise to a diminished secretion of pancreatic juice. You »K 
probably familiar with most of them, but it will do no hwin 
for me to bring them once more to your attention. Of ^ 
conditions which cause a complete and permanent obstructnn 
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of the pancreatic duct the most important 
by lUDQOura, from etones, &o. These conditiona are, fiowever, 
relatively rai'e. Temporary complete checking of the pan- 
creatic secretion or persistent chronic diminution in secretion 
may result from fever, from states of aniemia, and from 
prostrating illnesses genei-ally. Most febrile conditions occa- 
sion diminished pancreatic secretion, Infiuencea causing 
extreme nervous exhaustion seem capable of impairing the 
secretion of pancreatic juice. This is probably true of fright, 
great grief, mental overwork, worry, and escesaive muscular 
or sexual fatigue. Any acute or clironic intiammation of the 
duodenal mucous membrane gives rise to similar secretory 
impaii'ment. States of gastritis usually coexist. Where the 
panci-eaa la atrophied we often meet with'mpaired absorp- 
tion of fat. Such atrophy, if marked, is sometimes associated 
with diabetes. 

Where there is a diminution iu both pancreatic and 
biliary secretion we get the combined effects of the individual 
types of disturbance already mentioned. Thus we have loss 
of flesh and sti-ength, stools containing an exceas of neutral 
fat or fatty acids, or both, an excess of proteida in the fseoes, 
excessive carbohydi'ate fermentation, and excessive intestinal 
putrefaction of proteids. I cannot too strongly state my 
belief chat one not rarely meets with these combined dis- 
turbances, in moderate degree, where there is presumably no 
fross structural diaease of the panoreaa or liver or of their 
ucts. These disturbancea occur iu persons with chronic 
intestinal indigestion, and probably arise in part from im- 
paired innervation and in part from chronic catarrhal gastro- 
duodenitis. These chronic inflammations, involving the 
duodenum, appear to me to be the cause of aome instances 
of marasmus or inanition both in children and adults. The 
pathological conditions in these cases are not yet fully 
understood. 

Since the exclusion of either the bile or the pancreatic 
juice is capable of causing diminished fat absorption, the 
mere presence of steatorrhcea does not enable us to diatin- 
gnish between impaired access of bile and pancreatic juice 
to the intestine. The presence of jaundice points to exclu- 
sion of the bile, but, of course, throws no light on the state 
of pancreatic secretion. While the presence of an increased 
amount of fatty aoida in the fieces does not help us to distin- 
guish between diminished biliary and pancreatic secretion, 
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the presence in the tteces of an excessive amount of aeatral 
Fat with diminished fatty aoids points very strongly to defect 
in pancreatic aecretioD. On the other hand, the indication 
of a normal amount of fatty acids does not exclude pancreatic 
disease. The suspicion of impaired paDcreatic function is 
further strengthened by the detection of diminished absorp- 
tion of the products of proteid digestion, for this ia not one 
of the effects of exclusion of the bile. 

A further difference between the effects of 'exclusion of 
the bile and exclusion of the pancreatic juice is seen in the 
influence of the administration of raw pancreatic gland. I 
think there ia no doubt that the use of pancreatic gland 
improves gieatly the absorption of fat where the pancreatic 
secretion is deficient, and that it does not have this effect 
where the defective absorption of fat depends on exclusion 
of the bile. 

Disturbances of intestinal digestion are capable of bring- 
ing about pathological conditions of the urine. Thus they 
frequently occasion an increased excretion of uric acid, 
which instead of being excreted, as in health, in about the 
proportion of one part of uric acid and fifty of urea, may be 
ehminated in a proportion nearly twice as great. This 
increase in the uric acid output seems to be closely related 
to the excessive putrefaction that goes on in the intestine. 
The nitrogen of ammonia is distinctly increased in some of 
these patients. As I explained to you in my flrst lecture, an 
increase in the nitrogen of ammonia ia an indication of the 
existence of an acid intoxication. I mean by this that the 
ammonia is excreted in an increased amount in order to 
neutrahse some organic acid which, being incompletely 
bm-ned, is excreted in excess. That^tbis is actually the oasa 
can be shovm in many instances of chronic intestinal indi- 
gestion by balancing the acids and bases of the urine in tbs 
manner which I described to you at the end of the &st 
lecture. The full significance of these shght but ohivcio 
states of acid intoxication is not yet clear to us. 

I have already brought to your notice the taot that ■ 
reduced secretion of bile or a reduced secretioQ of pancreatis 
Juice is followed by an impaired digestion of proteids. and 
consequently by excessive intestinal putrefaction and m 
increased excretion of the ethereal sulphates by the urine. 
When both the bile and pancreatic juice are complelelT 
exolnded from the inteatine, the ethereal Bolphalea ft 
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always very largely increased, the proportion of ethereal to 
the preformed sulphates rising to 1-6 or i-4, or even 1-1. 
The indican ia likewise mueh increased. 

The question might be asked whether the increased 
putrefaction in the intestine is not dependent on diminished 
absorption of albumoses and peptones (with the consequent 
opportunity tor putrefactive decomposition), rather than oo 
diminished flecretion of bile and pancreatic juice. It is very 
difficult to separate the effects of diminished secretion from 
those of diminished absorption, because the former leads to the 
latter, and because the conditions which cause diminished ab- 
sorption usually operate to cause a diminished flow of the diges- 
tive juices. I am disposed to beheve that such diminished 
secretion is the chief cause of diminished absorption, except 
where there is diarrhoea, and that diminished or slowed 
absorption of proteids without impaired secretion of the bile 
or pancreatic juice is a very exceptional occuiTence. 

One of the remote effects of an obstruction to the outlet 
ot the bile is the disappearance of the urobilin of the urine, 
Tbe urobihn of the urine is apparently identical with the 
urobilin of the fteces, from which it is derived. But the fsecal 
urobilin originates from the bJle-pigments in the intestine, 
as I shail explain more fully at our next meeting. Hence it 
is that diminished secretion of bile occasions diminished uro- 
bilin in the urine, or leads to its entire disappearance. 

It sometimes happens that bile is regurgitated into the 
stomach. I have noticed this in persons suffering from dila- 
tation of the stomach, and occasionally in women at the end 
of pregnancy, The regurgitation ie apt to be associated with 
nausea and indications of chronic gastrititis. It is during 
the rooming hours before breakfast that I have usually 
noticed the bile m the stomach, and I have been disposed to 
attribute its presence to continued secretion of bile owing to 
stagnation of food in the stomach and duodenum. 

I desire now to speak to you about some of tbe elements 
that enter into the treatment of disorders characterised by a 
diminished secretion of bile and pancreatic juice. It is 
obvious that the nature of the therapeutic measures must 
vary greatly according to the causes of tbe impaired secre- 
tion. Of the surgical conditions I shall not speak to you 
except to say in passing that the mechanical causes of 
obstruction to the pancreatic and bihary ducts are much 
common than was formerly supposed, and that a 
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thorough study of the indications for surgical interference 
will amply repay you. 

In medical conditions attended by impaired secretion of 
bile or pancreatic juice it has long been customary to make 
use of drugs designed to stimulate secretion, especially the 
secretion of bile. Very many dmga have l>een thought to 
possess a cholagogue, or bile -stimulating action. Among the 
substances commonly supposed to have a cholagogue in- 
fluence are calomel, rhubarb, podophyllum, sodium car- 
bonate, turpentine, and sodium salicylate. While the results 
of experiment are somewhat conflicting, there is no doubt 
that most of these substances, including calomel, have little 
effect in stimulating the bile-flovr or increasing the solid con- 
stituents, and that, on the contrarv, many of them seem rather 
to diminish the flow of bile. The bile-salts when taken by 
mouth unquestionably increase the secretion of bile. This 
has been shown, not merely by experiments upon dogs, but 
also by means of very carefully conducted observations on 
human subjects wiih biliary fistulee. The use of bile-salta 
or of dried bile has been found to produce both a large 
increase in the quantity of bile secreted and an increase in 
the percentage of solids in the bile. Moreover the bile- 
residue contains a much higher percentage of the bile-salts 
than is obsei'ved in health. In one instance recorded b; 
Pfaff the characteristic salts in the bUe-residue were nearly 
double in percentage white the patient was under treatment 
with dried ox -bile. The quantity of bile required to distinctly 
stimulate the human biliary secretion appears not to be large. 
One quarier of one granune of dried ox-bile is efficacicns, 
and can be made up into a pill of convenient size. It is 
desirable to employ a coating which will prevent the libera- 
tion of the bile in the stomach : for this purpose a ooating 
of salol has been found useful. Two pills of the size men- 
tioned given three times a day can be counted tipon to 
increase the flow of bile distinctly. 

The rational indications for the use of ox-bile as a chola- 
gogue are not yet clearly determined. It would seem to ba 
desirable to avoid the nse of cholagogues, especially if, like 
the bile-sails, they increase the formation of bile in all ouea 
where there is nearly complete obstruction to the passage of 
bile into the intestine, even if this be due to a catarrhal 
inflammation. In oases where the bile is present in the 
fasces, but in diminished amounts, we may safely try the uw 
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of inepissated os-bile in the hope that it will aid in the 
absorption of fats by stimulating a gi'eater secretion of bile. 
It has been shown experimentally that an increase in the 
quantity of bile poured into the intestine may be followed by 
a diminution in the size of the stools, owing probably to a 
diminution in the fats which they contain ; a diminution 
which doubtless corresponds to improved fat absorption, I 
am not sure that the bile-salts contained in dried ox-bile 
may not act to some extent directly upon fat through their 
own presence in the intestine, rather than by stimulating the 
flow of bile. That they do, however, stimulate the flow of bile 
in many instances appears probable, because we find both a 
relief from constipation and a darker coloration of the fseces 
after the bile-salta have been administered. The determina- 
tion ot the precise conditiouB in which ox-gall taken by mouth 
posaesses a therapeutic value is well worthy of careful study, 

Little is known at present about the possibiUty of stimu- 
lating the flow of pancreatic juice. It is known that pilo- 
carpin increases both the salivary and the pancreatic secretion. 
The use of pilooarpin is, however, highly objectionable on 
many accounts, and I question whether we are likely ever to 
employ it with success as a means of increasing the flow of 
pancreatic juice. You will remember that I nave already 
referred to the circumstance that the use of fat favours the 
formation and secretion of pancreatic juice, and, furthermore, 
that the pancreas is powerfully stimulated to secretory 
activity through the use of hydrochloric acid. We can utilise 
these facts in the treatment of conditions where the pan- 
creatic secretion is believed to be reduced but not wholly 
checked. It is interesting to think that the same conditions 
which favour the normal secretion of free hydrochloric acid 
in the stomach at the same time indirectly promote an in- 
creased pancreatic secretion. 

In another connection I have referred to the influence of 
the ingestion of raw pancreas upon fat absorption where 
there is a deficiency in pancreatic secretion. While we do 
not at present know either the full extent of the usefulness 
or the limitations of this therapeutic aid, it is certainly a 
rational and efBcient method of compensating in certain 
respects the defect in pancreatic secretion. Thus in a case 
of steatorrhcea studied by Von Noorden the patient received 
from 200 to 250 grams of fat per diem, and the average 
io88 of tat by the stools was 159 grams daily without 
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treatment, whereas it fell to 39 grams under tlie nse of 
125 grama of fresh pancreatic gland. Similar results have 
been recently obtained by Masuyama and Schied. 

Auute or chronic catarrhal inflammation in the duodenum 
ie the usual cause of impaired secretion of bile and pan- 
creatic juice. These proeessea are usually part of a more 
general enteritis which is often combined with gastritis or 
colitis. In acute inSammations involving the duodenum 
it is of the utmost importance to give the intestine rest for 
two or three days, just as we give the stomach rest when 
there is an acute gastritis. We rest the intestine by giving 
only very small quantities of food of a kind readily digested, 
up to a certain stage, in the stomach. A fluid diet consisting 
of peptonised milk, or beef juice, or egg-water, may be 
employed for this purpose. After a day or two finely 
chopped underdone beef may be permitted. In severe cases 
starches and fats should be most carefully avoided for at 
least two or three days. If there is. an indination to con- 
stipation the bowels must be kept open by the use of small 
doses of calomel, say one-eighth grain every hour until three 
or four doses have been taken in the day. Unpleasant 
sensations, and even pain referred to the abdomen, may 
often be relieved by the use of calomel under these condi- 
tions. 

The chronic catarrhal inflammations of the iDtestuie, 
oharacterised by diminished secretion of bile and pancreatio 
juice, are often most difficult to treat, and frequently demand 
much judgment and tact. It is impossible for me to ff.n 
you detailed instructions, since the treatment ot these 
troubles must be especially adapted to individual cases. 

I wish now to remind you of some features of a diminu- 
tion in the secretion of succus entericus. The suecns 
entericus, or intestinal juice, is formed by the glacds o( 
Lieberkiiim and Bi-unner. You know that the Lieberkuhn 
glands are distributed throughout the large and small intes- 
tines, whereas those of Brunner are confined to the upper 
part of the small intestine. The secretion which ttioj 
produce is colourless, strongly alkaline, and contains a UCtle 
albumen, together with about 0-9 per cent, of inorganic salts, 
chiefly sodium carbonate. 

The succus entericus acting by itself has verj' little 
digestive action. It apparently does not exert any influenM^ 
"' "t direct nature upon the proteids and fats. It acts '--*■""' 
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on oooked starch, and cauaea aome inversion of the sugara 
known as saccharoses. Notwithstanding this feeble diges- 
tive action of the auccus entericns, the secretion is probably 
of much physiological importance. Through the alkaJine 
salts which it contains it promotes proteolysis in the intes- 
tine. It moreover affords fluid, and this has the important 
effect ot preventing too dense a consistence of the ftecal 
material. Thus it distinctly favours the peristaltic action, 
and ia a factor in securing regular movements of the bowels. 

But these direct influences of the succus entericua are 
probably less significant for intestinal digestion than its 
indirect effect upon digestion through the action which it 
eseirts upon the efficacy of the pancreatic ferments. Experi- 
ments made in Pawlow'a laboratory indicate that the auccus 
entericus contains a ferment capable of energetically rein- 
forcing the proteolytic ferment of the pancreatic juicei much 
as the bile reinforces the fat-sphtting ferment. This action 
is eserted most strongly by the accretion derived from the 
duodenal glands. This is, however, not the full extent ot 
the indirect action of the suceus entericus, for this secretion 
has a not inconsiderable power to aid the amylolytio and fat- 
aphtting ferments of the pancreatic juice. This auxiliary 
action pertains to the secretion of the entire small intestine. 
The ferment of the sncous entericus may thus be regarded 
as ' a ferment of ferments.' 

The quantity of suceus entericus that is daily secreted by 
the human subject is not definitely known, but is probably 
large. It has been estimated as amounting to two or three 
thousand cubic centimetres, that is, conaiderablk more than 
the secretion ot urine during the same period. The secretion 
of Buccua entericus begins gradually on the entry of food into 
the intestine, and ia probably continuous in normal peraons 
in that part of the intestine in which the food lies. The 
little information that we have about the secretion has been 
obtained by animal experiments in which loops of the intes- 
tine have been isolated. The accretion has also been studied 
in the human intestine after the operation of herniotomy. 

A diminished secretion of the suceus entericus is a 
feature in many acute and chronic inflammations of the 
small intestine. The catarrhal condition doubtless acts in 
parti mechanically by causing a diminution in the lumina of 
the glands, occasioned by swelling and desquamation of 
epitholial cells. It is probable, however, that the diminished 
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BeoretiOQ ia partly dependent on a deranged state of the 
nervona system. 

The obnicikl effects of a. dimioished secretion of succua 
entericuB are iuiportant, and are due to the constipation 
which ia the chief eflfect of this diminution. We do not 
know just how great is the r6le of this diminished secretion 
in causing constipation, but it is probable that the majority 
of persons who suffer from chronic constipation suffer also 
from a diminished secretory activity of the intestinal glands, 
found by one observer that the action of the 
8UCCUB entericus upon starches was distinctly delayed in 
catarrhal inflammation of the intestine, but of course thia 
influence is of little importance in comparison with the con- 
stipation which it occasions. It is prooable that diminished 
secretion of the auccua entericua and diminished motility of 
the intestinal walla are conditions that commonly develop 
simultaneously. I shall again refer to this relationship in 
speaking ol the constipation that attends diminished motility 
in the intestine. 

An increase in the succus entericus was supposed by 
Cohnheim to occur in cholera. There ia certainly a large 
increase in the secretion of fluid from the intestme in ttuB 
condition and in many states attended by diarrhoea, but it is 
difficult to say whether the fluid has the character of the 
succus entericus or whether it is simply a very watery 
serous fluid posaessing the features of a transudation ratber 
than those of a secretion. In conditions attended by a free 
flow of fluid from the intestinal mucous membrane thin 
secretion or transudation may be of considerable importanoe 
in removing toxic substances from the blood. Thus iodideOi 
bromides, bichloride of naercury, carbohc acid, andperh^ 
morphine may be removed through thia channel, in euei 
of chronic nephritis with uremia the diarrhceal discharge 
may contain urea. 

In reviewing the disorders of intestinal secretioQ it 
remains for me to speak of conditions attended by the 
increased formation of mucus. Ihe intestine conUina 
numerous mucous glands, and a small quantity of mucus ts 
normally thrown into the intestine, where it is probablv o( 
some use in contributing bulk and in giving a smooth suruoe 
to the intestinal contents in the colon, There is no reason 
to suppose that diminished secretion possesses any marked 
pathal£>gi(»l sispi&caQce, although it may contribute, J" ' 
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aaBociatioB with diminished succus entericus, to the produc- 
tion of constipation. The opposite condition, however — 
namely, one oi increased secretion of mucus — is by no means 
oncommon, and may be evidence of disease of the mucous 
membrane. Any catarrhal inflammation in the small or 
the large intestine is liable to be attended with a considerable 
increase in the secretion of mucus, which is very evident in 
the stools. Most of the mucue comes usually from (he 
colon, where the mucous glands are numerona. It is import- 
ant for you to remember that considerable mucus in the 
ffficesmay come from a stomach which is the seat of olironic 
muoouB gastritis. The mucus is then apt to be intimately 
mixed with ftecal material. Mucus coming from the colon is 
more apt to be irregularly distributed through the fteoal 
material. The presence of superficial ulcers in the colon 
may give rise to very large quantities of mucus in the fieces, 
the surface of the ulcers becoming thickly coated with a 
mucous secretion. The mucus derived from superficial 
uloers is often in considerable masses, which are separated 
from the rest of the ftecal matter. In the condition known 
as mucous colitis the stools contain a large quantity of 
mucus at irregular intervals, In some instances of this sort 
there are large oasts of the intestiue, consisting of layers of 
mucue, epithelial dibris, and leucocytes. Sometimes these 
casts are many inches in length. Probably there is some 
superficial ulceration of the mucous membrane of the colon 
la these cases. Mucous colitis is very frequently seen in 
nervous or hysterical persons, and the disturbance of the 
nervous system is thought to be in some way connected with 
the formation of this excess of mucus. Discomfort in the 
colon often attends the dislodgment of mucous casts, but 
after the passage of these masses p<xtients are apt to be 
greatly reheved for a time, both from local discomfort and 
various nervous symptoms, such as mental depression. These 
cases of mucous colitis are commonly very persistent, but 
may entirely clear up under suitable treatment. The treat- 
ment includes the washing of the colon tor the removal of 
the mucus, the use of simple food containing non-irritating 
substances, the use of tonics, and, above all, an out-of-door 
life free from worry. 

We have now considered the leading disorders of secre- 
tion, and have to take up the disturbances which show them- 
^^.rcfl in an altered motility of the intestinal tube. An 
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mcreBrse in the activity ol the muscles of the mtestincit wal 
gives rise to two principal symptoms — colic and diarrhtBa 
Colic consists in Budden and griping — often vei-y severe — 
paroxysms of pain, dependent on a temporary excessive 
contraction of the intestine at some one point. Probably 
colicky pains are sometimes produced by spasm at the 
pyloras. The pain of colic is sometimes so severe as to 
cause collapse with clammy sweat, pallor, very feeble 
pulse, &o. More often the paroxysms are less severe, and 
do not give rise to general symptoms. 

The pain of coho is usually due to a contraction of the 
unstriped muscular fibres of the intestine in the attempt to 
push onward some mechanical or chemical irritant. The 
pain is relieved by the successful passage of the offending 
material. The mechanical irritants concerned in causing 
colic are frequently unripe fruit, coarse bread, nuts, shell- 
fish, or some other form of food not readily broken up by the 
digestive juices. The pain comes on so rapidly in some 
instances after the eating of these indigestible foods that 
there is no doubt of the dependence of the pain on mechanical 
irritation rather than on ohemical products. The accumula- 
tion of gas in the colon is perhaps the commonest cause of 
colic. The chemical irritants which cause colic are varied in 
character, but generally consist in products of carbohydrate 
fermentation from improper feeding. In consequence of the 
decomposition in carbohydrate food irritating acids are 
formed, among them lactic, butjTic, and acetic acids. It is 
to the presence of these acids that the colic can sometimes 
be referred. In some persons alcohol in almost any form 
will give rise to colicky pains. There are also individuals in 
whom the use of fluids of any kind, especially if they be 
cold, is followed by griping pain. The ii-ntant action under 
these circumstances depends on the bulk and coldness of the 
ingested fluid. When colic is due either to mechanical or 
chemical irritants taken in the form of food, there ia usually 
au increased peristalsis throughout the intestine, vrhich re- 
sults in soft or diarrhceal movements. Where chemieil 
irritants are concerned, the acids mentioned above may be 
found in the evacuation. It should be clear to yon from 
what has just been said that colic ia the expression of a con- 
servative reaolion on the part of the intestine, which has the 
effect of removing offending materials from the body. The 
susceptibility to the development of colicky pains varies 
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much in different persons, and in the same person at differeEt 
times. 

You are of course aware that oooBtipation is sometimes 
a Cftuse of very severe coHo, due to efforts on the part of the 
intestine to dislodge hard fsecal masses. Constipation is, 
perhaps, the chief cause in the production of cofic in lead 
poisoning. Here the lead salts probably contribute to pro- 
duce constipation by cheeking intestinal secretion. 

The commonest and most important clinical result of 
increased intestinal motility is diarrhoea. Dianhcca, or ihc 
occurrence of fluid movements, is to be regarded as the 
expression of a motor reaction of the intestine to irritants. 
The symptom has many causes. We usually think of 
diarrhcea as resulting either from diminished absoi'ption of 
water from the intestine, to increase of secretion from the 
intestinal mucous membrane, or to both causes together. 
Many purgatives, as cascara, caetor oil, and calomel, act 
largely by stimulating the peristaltic movements of the 
intestme. In consequence of these the materials in the intes- 
tine are hunied along without the usual opportunity for the 
absorption of water. The result is a diarrhteal movement. 
On the other hand many salts act also by abstracting water 
from the blood. The fluid coming through the mucous 
membrane of the intestine adds considerably to the fluid 
content of the gut, and together with the increased peristalsis 
gives rise to loose movements. 

Most diarrhoeas depend upon the use of food which is not 
well adapted for digestion. Foods act either as mechanical 
or as chemical irritants, sometimes as both. Often the 
diarrhceal discharges from improper food are referable to the 
formation of chemical irritants. Thus, in the course of 
escesaive fermentation of carbohydrates tatty acids ai-e formed 
^hich are capable of actively increasing peristalsis. The 
movements then contain acetic and other acids. The 
quantity of carbohydrate food which is necessaiy to induce a 
diarrhwa of this character varies vrith the condition of the 
patient. A normal person can take a much larger quantity 
of sugar or of starcliy food mthout any indications of 
diarrhcea than one who has chronic cataiThal enteritis. 
Many persons regularly develop diarrhcea after a large carbo- 
hydrate meal. I am inclined to suspect that these persons 
are aheady suffering from catan'Vial enteritis of a persistent 
abttraoter, and that fermeutation sets up an acute exacerbation, 
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perhaps Blight, wliich ie responsible for the appearance 
of watery moveruenta. Aithough the carbohydrates are the 
most frequent eauae of diarrhoea from food, the proteids are 
aometimea responaible for severe diarrhceal seizureE, We do 
not understand fully the order of events in the produotion of 
diarrhtea frona exceasive proteid putrefaction. Neither do 
we know just which products are usually concerned in such 
diarrhcea. It has been experimentally shown in the human 
subjeot that one important product of excessive proteid 
putrefaction, namely tudol, is capable of setting up diarrhcea, 
and il seems to me possible that this substance sometimes 
plays a part in producing such diaturbancea. There are 
probably numerous irritant substances produced by proteid 
putrefaction, which are capable of acting in the same way aa 
indol when produced in marked excess. It is conceivable 
that ammonia, phenol, and cresol are capable of acting in this 
way, although we have no definite information. Then, 
again, ib is probable that in some instances specific poisons 
are produced as the result of unusual putrefactive conditions 
outside or inside the intestine. Thus tyrotoxicon present in 
poisonous cheese is capable of inducing diarrhcea. The 
muscarine contained in some mushrooms is also capable of 
exciting diarrhcea. The chemical factors in the diarrhceal 
discharge observed in typhoid fever and in cholera are noi 
yet known to us. Under exceptional conditions alcohol 
appears capable of inducing diarrhcea. It is likely that this 
poison acta by first setting up a chronic gaatro-eDteritis, 
which in turn leads to impaired digestion of food-stuffs, with 
the formation of chemical irritants from carbohydrate fer- 
mentation. Alcohol may also act as a direct cause of 
diai'rhcea where a chronic gastro- enteritis exists, but this is 
an unusual effect. 

How far the products of anaerobic bacterial action may 
be concerned in the production of diarrhcea we do not know. 

"Where a diarrhcea becomes chronic there is generally 
reason to suspect that structural alterations in the inteatine 
are the cause of the peraistence of this symptom. We nraHl I 
carefully exclude the various causes of an organic nature 
before concluding that diarrhcea of chronic character is duo I 
mainly to improper food. 

In some persons with chronic nephritis associated with a 
marked increase in the urea of the blood-Berutn the urea is 
excreted to an extent vicariously by the intestine. The 
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excretion of urea from the intestinal mucous membrane itlways 
occasions diarrhosa, usually dian'hcea of an intractatble 
nature. Ursemic diarrhcea is accompanied by congestion of 
irregular distribution in the mucous membrane of the large 
and small iutestines. This congestion, which is sometimes 
intense, seems to be closely connected with the process of 
transuda,tion of urea from the blood into the gut. Such a 
congestion, with the accompanying diarrhoea, can be very 
easily brought about in an experimental way by making 
infusioES of urea into the circulation in doga. 

Very ofCBn it happens that the movements in the diarrhcea 
of children are distinctly green in colour. This abnormal 
colour is thought to be dependent on an abnormal alkales- 
cence of the intestinal contents ^vhich favours the change 
from bilirubin, the brown colouring- matter of the bile, to 
biliverdin, the green colouring-matter. The green colour of 
the stools is especially apt to occur in children that are being 
fed on milk, and the stools often contain lumps of undigested 
casein. Under these circumstances the milk ration should 
be decreased or stopped. The view has also been held that 
the green coloration of the stools depends upon a special 
micro-organism which produces a green pigment, but there 
does not appear to be satisfactory evidence in support of this 
explanation. 

The term ' fat diarrhoea ' has been applied to stools con- 
taining a very great excess in fat — 40 or 50 per cent, of the 
dried substance, instead of 15 to 20 percent., as in health. 
Suob stools are light in colour and usually voluminous. 
They are commonly soft in consistence, but do not give rise 
to diarrhcea in the ordinary aenae of the word. Such fat 
etools are observed mainly imder conditions that give rise to 
a diminished access of bile to the intestine. Microscopical 
examination shows that the imcea contain very targe numberti 
of fatty acid crystals or crystals of sodium and calcium and 
magnesium soaps. 

The chief effect of diminished motility in the intestinal 
tract is constipation. This condition of delayed evacuation 
of the contents of the intestine exerts an important inflaence 
Upon the general health when it is persistent. Wu do not 
know at present all the effects of prolonged constipation, nor 
do we know how the deleterious influences are produced. 
We know, however, that in many persons constipation gives 
rise to headache and various unpleasant cephalic sensations, 



I 



I 



298 CHEMICAL PATHOLOGY 

Brild that it occasions mental depreesion and a variety of 
neuraBtbenic symptoms. The effects of constipation certainly 
vary widely with individual susceptibility. It has been 
thought that one of the common results of constipation is 
anaimia, and that the cMoroaia of young women ia very 
largely referable to it. It is by no means clear, however, 
that in cases of chlorosis the constipation is not one of the 
results of the antemia. We can only say that the association 
of constipation and chlorosis is very common, and that the 
relief of the constipation is a condition essential to recovery. 
We have not as yet evidence to justify us in assuming that 
constipation is in itself an adequate cause of chlorosis. 

We have still a good deal to learn about the way in which 
constipation of a prolonged character gives rise to symptoms 
of disease. I mentioned on a previous occasion that cnronio 
constipation is usually attended by an increase in the putre- 
factive products that result from the breaking down of pro- 
teids. This increase in intestinal putrefaction is associated 
with the formation of an escessivo quantity of aromatic njid 
other substances. The absorption of these substances is 
followed by their presence (or that of their derivatives) in 
the blood, M,nd by their excretion in the urine. During the 
time when these aromatic products circulate in the blood 
they have an opportunity to modify the nonnal activities of 
the cells generally, including those of the nervous system. 
It is probably in consequence of this that the vaiious nervous 
symptoms of constipation arise. Just what products are 
chiefly concerned in producing the headache, mental depres- 
sion, nervousness, &c., incidental to constipatioc, we cannot 
at present stale with positiveness, 

There is one effect of constipation which is of considerable 
pathological interest, though it has received little attention. 
This is an increase in the amount of urobilin in the.nrioe. 
Owing to the slow absorption of the ftecal urobilin, the maxi- 
mum effect of constipation on the urinary nrobilin is not 
usually observed for two or three days. Moreover, in oon- 
ditions attended by diminished secretion of bile, we fail to 
find the urobilin of the urine increased. There are many 
anramic and constipated persons in whom the urine contains 
less than the ordinary amount of urobilin, and I am inclined 
to ascribe this to a diminished secretion of bile -pigments, 
refeiable to the low bfemoglobin content of the blood. Il 
must be owned that writers are not yet in accord as to the 
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effect of conetipation on the urobilin of the urine, and that 
further studies are much to be desired. 

I have told you that dimiuished peristalsis is the com- 
monest cause of cODstipation. Let us consider gome of the 
causes of this reduction in peristaltic activity. 

A common cause of constipation ia the use of food con- 
taining too much proteid and too httle fat and carbohydrate 
material. This is common in children. So httle material ia 
left unabsorhed that what remains is insufficient to stimulate 
the wall of the intestine to normal activity. The innervation 
of the intestine may be quite normal, but peristalsis is reduced 
because of the absence of suflfioient stimuli. The free use of 
milk is often responsible for constipation of this kind. We 
also see in adults on a restricted diet that constipation ia very 
easily induced by the use of a disproportionately large amount 
ol proteid food with insufficient carbohydrates and fats. 

You know that water is a powerful peristaltic stimulant, 
especially when it is drunk at a low temperature. Some 
persona avoid water and fluids in general because their use 
ie followed by uncomfortable sensations in the abdomen. If 
the restriction be considerable, constipation regularly follows 
the withdrawal of thia oormal physiological stimulus. The 
same effect may be brought about in quite a different way. 
Excessive evaporation from the skin, under the influence of 
prolonged exposure to I he air, may lead to a marked reduction 
in the normal amount of duid in the stomach and intestine, 
in consequence of which constipation is very readily induced. 
We see this in persons who ride long distances on horseback 
or who take long walks. Profuse perspiration of course 
favours the development of constipation. 

A highly important cause of constipation is the muscular 
relaxation of the walls of the intestine. We are by no means 
fully informed of the manner in which this effect is produced. 
It appears to he dependent on defective innervation, and this 
in turn seems liable to arise from any conditions that are 
capable of debilitating the nervous sj^tem. Excessive 
fatigue, mental or physical, may have this influence. The 
condition is often seen in neurasthenic patients. Sexual 
excitement in some persons distinctly promotes thia dis- 
turbance of innervation, The muscular relaxation may be 
purely functional in character, unattended by definite altera- 
tions in the position of the bowel. Such cases recover readily 
^^jien the oauaes of impaired innervation are removed. In 
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many instanceH, however, the impaired innervation is asBO- 
ciated with an alteration in the position of the colon or small 
intestine. Here the element of mechanical obstmotion is 
added to the atony of the intestinal wall. Cases of this kind 
are naturally much less amenable to treatment than those 
which I have just referred to, and represent a cause of consti- 
pation which often baffles one's therapeutic skiU. 

I have already mentioned to yon the iniiuence of a dimi- 
nished secretion of bile and of the succus entericua in 
occasioning constipation. These disturbances in secretion are 
very apt to be associated with atony of the muscular walls of 
the intestine. It is not unlikely that the withdrawal of the 
habitual stimulus of these secretions is one cause of intestinal 

mprovement indigestion, especially 
in the digestion of carbohydrate foods, is frequently followed 
by constipation. It may appear to you paradoxical that con- 
stipation should ever be the consequence of an improved 
state of the digestive tract, but this is undoubtedly the case. 
There are many persons who suffer from excessive fermenta- 
tion of carbohydrates. This excessive fermentation leads to 
the formation of large soft masses of feecal material in which 
there is often considerable gas ^rhich has been set free in 
the course of the fermentative process. These soft move- 
ments, which frequently have a strongly acid reaction from 
the presence of free fatty acid, secure to the patient a regu- 
larity in movements, perhaps in spite of the fact that (here 
is some degree of atony of the intestinal wall. If now the 
digestion of carbohydrate food is much improved through out- 
of-door life, exercise, &c., the excessive fermentation may cease, 
and in consequence of the diminished formation of fatty acid, 
gas, &c., the contents of the large intestine become firm md 
hard and difficult to e:ipel. Of course this constipation may 
be aided by excessive evaporation from the skin, but in many 
instances I beheve that it arises mainly because fermentation 
of the intestinal contents is reduced. 

An important though not very freqnent cause of consti- 
pation is inanition. Whenever the intake of food is greatly 
reduced the formation of faeces becomes very much diminished, 
and on a small quantity of food the bowels are obstinately 
constipated. Of course it is usually obvious enough that the 
constipation is really due to starvation, but it sometimes 
happens that the real oause is overlooked. Thus in unisiug 
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children it is not always easy to feel sure that enough milk 
is being taken unless the child be carefully weighed before 
and after the feeding. I have known the attending physician 
to be much puzzled by obstinate constipation and loss of 
weight in a child that was being gi-eatly underfed owing to 
the inability to draw milk from the breast. In the consti- 
pation of starvation the other indications of starvation are 
always present, and of these the great diminution in the 
chloridea of the urine is the most important. 

I have now sketched for you the chief causes of consti- 
pation not due to mechanical causes. Mechanical obstacles 
to a free movement of the bowel are by no means rare, and 
it is always important in cases of chronic constipation to 
exclude the existence of such a cause. Fascal obstruction in 
some parts of the colon is probably the commonest cause of 
chronic constipation of a mechanical sort. The ffflcal mass 
can often be felt in the course of the ascending or descending 
colon, and it is possible to mistake it for a new gi-owth. Such 
fsecal obstruction is not very infrequently associated with dia- 

flaoement of the abdominal viscera, especially of the colon. 
a a relatively small number of cases the obstruction is due 
to new growtha, fibrous bands, or hernial malposition of the 
intestine. You should also know that a stenosis of the pylorus 
gives rise to constipation by preventing food from entering 
the small intestine. Where the stenosis is sufficiently marked 
to be the cause of marked constipation the signs of staiTation 
in some degree are always present. 

I should like to discuss with you the therapeutic indica- 
tions in cases of dJarrhcea and constipation, but the time 
at our disposal hardly permits such a discussion. I may, 
however, remind you of some of the leading indications for 
treatment. In diarrhcea from food the first thing to be done 
is to secure a thorough evacuation of the bowel, preferably 
by the use of salts or castor -oil. Then the digestive tract 
must be given rest, milk, or kumyss, or broths being given 
in small amounts at short intervals. Do not permit your 
patient to return too soon to the use of solid foods, and 
especially to fruits and vegetables. In severe cases of diar- 
rhoea from improper food the use of 20 minims of paregoric 
and 5 grams of bismuth subgallate before each feeding with 
milk or broth may be very helpful in preventing excessive 
peristalsie. 

I moat not omit a word on the dietetic treatment of 
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constipatioii, although I am oonscioua of a. oertaln element of 
the humoTons in making the attempt to sketch the treatment 
of a condition bo QOtoriou&ly obstinate as ohronic constipa- 
tion. Volnmes have been written on this subject, and yet 
when a patient presents himself nith a, long-standing historr 
of constipation and b. cathartic-dmg habit we know very weU 
that a quick restitution of nonnal physiological conditions is 
more than we can reasonably expect. 

In most cases of simple chronic constipation the chief 
pathological element appears to be a diminished motility of 
the colon and small intestine, probably associated with 
diminiahed secretion of the succus entericus. If under these 
conditions it is necessary for a. patient to exercise care iu the 
quantity and quahty of his food, constipation is almost certain 
to be persistent. As a matter of fact very many patientfl 
with chronic constipation have chronic gastritis, with dimi- 
nished secretion of free hydrochloric acid. The gastritis 
leads to the use of bland and finely divided foods, the use of 
much mUk, and the avoidance of coarse and bulky articles of 
food, such as coarse cereals, Graham bread, seed- containing 
fruits, &a. But the foods which are avoided on account of 
the gastritis and the secretory dlstarbance that accompanies 
it are just the foods a constipated patient should eat in order 
to provide intestinal contents of a bulky and moderately 
irritating character. Bulky contents of a slightly irritant 
character are desirable, because such contents promote peri- 
stalsis both in the colon and in the small intestine. The 
small bard remnants of meals adapted to gastritis fail to 
do this. 

An important condition in the successful treatment oi 
chronic constipation is therefore the use of food like coarse 
bread, coarse hominy, corn, oatmeal, vegetables rich in eelln- 
lose, and berries containing numerous seeds. Fruits of all 
kinds are useful on account of the slight irritant action of 
their organic acids, For the same reason it is wise to push 
to the utmost the use of carbohydrates, even if they cause 
somewhat excessive fermentation. The products of esoessiTe 
fermentation, acetic and lactic acids, &c., are useful as stimu- 
lants to peristalsis. Butter should be consumed in sufBdent 
amounts to make the stools contain a large percentage of fat, 
say from 20 to 40 per cent, of the dried substance. In young 
children who are being fed on milk an increase in the butier- 
fat is often followed by prompt improvement in the move- 
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Where a diet ol this kind can be instituted without delay 
considerable improvement may quickly follow; but where 
there is chronic gastritis such b. diet cannot be tolerated, and 
nausea, local discomfort, and diarrhoaa may result from 
attempts to live on coarse and bulky food. In such casee 
the taak before us is to improve the state of gastritis by 
suitable hygienic means in order that the diet suitable for 
constipation can be tolerated. You will remember that, in 
speaJang of the disorders of gastric secretion, I laid emphasis 
on the importance of an out-of-door life. The out-of-door 
life, which aids In the restoration of a gastric juice containing 
a normal amount of free hydrochloric acid, probably aids in 
the re-estabUshment of a normal flow of auccus entericus, 
I told you how largely the acid -secreting function of the 
stomach is under the influence of the nervous system ; there 
is every reason to believe that the secretion of the succua 
entericus ia also in large degree influenced by the neiTOUS 
mechanism. Probably the nervous conditions which per- 
mit a free secretion of the intestinal juice also favour the 
re-establishment of normal conditions of contractiHty in the 
intestinal walls. Certain kinds of exercise, such as walking, 
cycling, and horseback riding, are especially helpful in 
re-establishing normal intestinal motility. When the general 
condition of the patient improves to the point where he can 
eat largely of a diet containing the kinds of food already 
mentioned, regular movements are apt to be re-established. 

The establighment of the habit of emptying the bowels at 
a certain time daily is of the first importance. We see the 
good effects of diaciphne in this du-ection both in young 
children and in grown persons, and we frequently see the 
evil effects of a lack of such disoipUne. It is necessary to 
insist that patients make regular and repeated attempts to 
defiecate in oases where constipation is chronic, and you must 
do this even where the practice entails some loss of time and 
inconvenience to the patient. Unless you are Buccessful in 
establishing this habit in your patients, you will be compelled 
to resort to djrugs. 

Rectal Alimentation. 

There is one therapeutic measure of considerable prac- 
tical import-ance to which I have as yet made no reference 
. Id spelling of the derangements of gastric and intestinal 
^^^iction. This procedure is knovTn as rectal alimentation, 
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and IB designed to supply the organism with natriment in 
cases -where, for some reason, it is impracticable to give food 
by the mouth. 

The ability to give a patient nutriment by way of the 
rectum depends on the capacity of the rectal mnooua mem- 
brane to absorb food materials, a function which was 
carefully studied by Voit and Baur thirty years ago. These 
observers found that many preparations of animal food were 
at least partially absorbed when introduced into the reotum, 
and the results which they noted have since been repeatedly 
confirmed. We now know that the adult human rectnm 
can under favourable conditions be induced to absorb oarbo- 
hydrates to the extent of 50 to 100 grams in twenty-four 
boors, 50 grams or more of proteids, and about 10 grams 
of fat. Ordinarily, however, we oannot conservatively rely 
upon securing a greater absorption daily than woidd be 
represented by, say, 25 grams of proteid, 6 grams o( fat, 
and 40 grams of carbohydrates. A rectal enema containing 
this amount of nutritive material would yield the body 
less than 400 calories of energy. You will recall that the 
average caloric needs of the resting adult are not far from 
2,000 calories daily. Thus it ia evident that we can supply 
by rectum only a small part of the nutritive material necea- 
sary for the maintenance of life. The condition of a patient 
reljnng on rectal absorption is, in fact, a condition of slow 
starvation, since the greater part of the nutritive potential 
necessary to maintain life is supplied by his own tissues. 
Nevertheless hfe is sometimes prolonged by several weeks 
or months by means of nutritive enemata. You may think 
this a questionable advantage ili the case of sufferers from 
incurable maladies. Where, however, we have to deal with 
curable diseases, such as severe acute gastritis or ulcer of the 
stomach, or acute nephritis with irritable stomach, rectal 
alimenta'Jon gives us the means of at least doing something 
to prevent extreme prostration from inanition whilst the 
stomach secures the greatly needed rest. 

Bectal alimentation is distinctly facilitated by the modente 
digestive activities of the fluid contents of the nonntl 
rectum. The fluids of the rectum have the power of slowlj 
converting lioiled starch into dextroBe, and of changing pro- 
teids into aibumoses. The amylolytic or starch-splitting 
action is doubtless due to the presence of a ferment in ths 
secretion formed by the epithelial lining of the lowest pari 
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of the bowel. This secietion iippeara to have no proteo- 
lytic activity. But, as I just reminded you, the fluids of the 
rectum possess some peptonising power, and this is refer- 
able in part to the action of the colon bacilli and perhaps in 
part to the presence of the pancreatic ferment trypsin. 
Experiments have been made which render it likely that 
small quantities of the pancreatic ferment reach the rectum 
from the upper part of the intestine. 

Since it is unlikely that neutral fat is absorbed as such, 
and since the rectal fluids do not exert a fat-sphtting action, 
it seems probable that such hmited absorption of fat as 
ocoura from the reetimi is due to the fat-splitting activity of 
bacteria. 

Although we thus have evidence of digestive activities on 
the part of the fluids present in the rectum, the proceaa of 
rectal digestion is always a slow one. On tliia account it is 
well to use food-materials that either require no digestion 
preparatory to absorption or that require only alight diges- 
tive action. Carbohydrate food can be given in small 
amount aa glucose, which is very readily abaorbed, but 
which in larger amounts is too uT-itating, The proteids are 
best given aa raw egg albumin and as aloumoaes from meat 
or milk. One might suppose that meat albuuiosea such as 
Bomatoae could be used abundantly ; but the irritating 
character of the preparatioD, as of all concentrated albu- 
moses, makea it necessary to use some caution about the 
quantity and concentration employed. Upon the whole I 
consider peptonised milk the best bftaia for rectjil enemas. 
Neutral fat ia aometimes used, but a fine emulsion of cod- 
liver oil ia preferable on account of the greater readiness 
with which tat absorption occurs. On theoretical grounds 
one would expect good results from soft soaps, but I do not 
know that they have been given a fair clinical test. A much- 
employed nutritive enema consists of 3 eggs, 30 grams 
of grape sugai- in 120 grams of water, 50 c.c. of claret, 
and 10 grama of a mixture of equal parts of flour and 
aleuronate. This mixture makes aoout one third of a litre, 
which is ordinarily the maKimum volume that should be 
introduced at one time. The caloric value of aucb an 
enema ia about 400 calories ; but it is to be remembered that 
the degree of absorption to be expected varies much in 
^iififorent uidividuala. A good peptone and milk enema 
uiats of 20 grams of peptone (meat albumoses) i 
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250 CO. of milk. A UBefnl egg &nd millt enema can be 
made with 3 eggs, 3 grams of common SEilt, and 250 c.c. of 
milfc. In each case it is best to peptonise the milk. Where 
oative proteids form a part of an enema a small quantity of 
sodium chloride must be added to facilitate absorption — say 
1 gram of salt to each egg. ^^^H 
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liupoitAuce of the hepatic fucetioDS — DiEtucbnnces of the bile-foirauig 
fuDotions OB eiprsEaed b; jatuidice — Historical landmarka in the 
deTelopment of tho hninBtogenouH thcur; of jaundice — Observations 
of Kail, Sanndera, Freriohs, Eohne, and Virohcw— Heasoiis for tha 
antenability of a purely hieroatogenoos hjpotheBiB of jaundice — 
Evidence that the liver is the chief sent of furmntion of bile colooiing- 
mAtter—Biperimen ta of Naunyn and Uintoirski — ObEtmction of bil«- 
duotB in supposedly htematogenous jatindice — Eiperimeats with 
toluyldndiamiQ' — VisDidit; of the bile in oertain cases of human 
jaundice where there ia excessive destruction of blood — Belatian 
between destruction of red blood-cells and jaundice — The two 
priueipal tjpea of jiLiindice — PoSBibilit; of the existence of other 
forms—Causes of jaundice from obstruction oE the lan^r bile-ducta — 
Causes of hemohepatagenons jawidioe^CliDical oharaotera oE the 
two tjpes^Fhenomena dependent on the presence of the bile 
elements in the blood — Pii^entation of skin and other tissues — 
Eicretion of bile-eonstitBents in the arine — Bilirubin uria— Origin of 
urobilin — Variations in pigmenta.tion ol sMn. urine, and fsces in 
diflevent grades of obstruction — Cholicmin — Intlnence of the bilt- 
Bcids in the production of toiio symptoms — Explanation of the 
diminution or absence of the bile-autts in the urine of jauodjce — 
Influence of the bile colouring-matters and of cholesteriu— Effect of 
the touemia of jaundice upoD general metaboliam — Effecte of 
exclusion of the bile from intestine — Iteoapitulation, or the diSer- 
ences between obstructive and toxiemia jnuodioe — Importance of 
correct diagnosis oE the canse of jaundioa — Medical treatment of 
jaundice. 

I INVITE you this morning to review with me some of the 
more important disturbances coimected with the patho- 
logical chemistry of diseases of the Hyer. This is a subjecS 
of very great practical and theoretical interest, but I cannot 
hope to do more than to sketch for you the more eaaenbsl 
processes involved in disorders of hepatic activity. 

Probably no organ in the body performs sach a varJely 
of essential ohemical functions as the liver. It is the seU 
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of formation of the conatitnenta of the bile, the storehousa 
tor glycogen, the place where oxidative processes go on 
with the greatest activity and with the liberation of the 
greatest amount of heat, the seat of numerotis synthetio 
prooesaes of fundamental impoitanee liite the formation of 
urea, and in a general way the place in which the proceBsea 
of detoxication go on with the greatest energy. The liver 
may, without exaggeration, be likened to a sentry constantly 
on guard to screen the nervous system and other parts of 
the body from the toxie efifects of substances manufactured 
in the intestinal tract. The liver is, moreover, a highly 
important excretory organ, which not only exerta the 
important physiological action of disposing of at le^t a part 
of the hsBmoglobin of disintegrating red blood-cells by con- 
verting it into the bile colouring- matters, but is further 
capable of rendering important assistance as an exoretory 
organ in ridding the body of bacteria. Some of the 
functions of the liver are highly special in character, others 
it shares with the parenchymatoua organs generally, and 
with the muscles. 

To-day I wiah to apeak of thoae diaturbances of hepatic 
function that are connected with the secretion of the apeoific 

firoduct of the liver-cells — namely, the bile. The patho- 
ogical chemiatry of the bile-forming funotiona of the Over 
can beat be outlined in a study of jaundice. 

Jaundice ia, as you know, a common diaturbanoe, indi- 
cative of disorder either of the hepatic funotiona alone or of 
disease of the liver and the blood together. It is character- 
ised clinically by a yellowish pigmentation of the akin with 
the bile colouring-m altera and by the presence of bile- 
pigmenta in the urine with or without the bile-acids. The 
pigmentation of the tissues of the body dependa on ab- 
sorption of bile from the bile-ducts into the lymphatics and 
blood, and this absorption is a result of obstruction to the 
normal flow of bile from the bile -passages. 

The yellow coloration of the skin in jaundice ia such a 
striking feature that it has long occupied the attention of 
clinicians and pathologists. I think I cannot do better than 
to outline for you some of the more important phases in the 
history of our knowledge of jaundice. It aeems to me very 
instructive and interesting to consider the chief steps by 
which we have come to our present conception in regard to 
the pathology of this somewhat complex condition. 
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The connection between obstruction to the exit of the 
bile und jaundice has long been recognised, it being suffi- 
ciently obvious that the accumulation of bile under pressure 
should give riae to the passage of bile into the blood and 
thence into the sldu. On the other hand, it has long been 
known that instances of jaundice are by no ineaiiB rare in 
which the common bile-duct and the larger bile-duots are 
entirely free, and in whioh no evidence of obstruction can 
be detected. Cases of this sort have been the subject of 
much speculation. So long ago as 1782 Eeil gave a 
description of the jaundice whicn is unconnected with ob- 
struction. He noticed that the movements in such cases 
might contain a large quantity of bile colouring- matter in 
spite of the fact that there is jaundice. Prom this he 
infen-ed that there could be no obstruction to the outlet of 
the bile. Further observations on cases of this sort were 
made by Saunders in 1809, which resulted in a oonfirmatioD 
of Beil's view that jaundice might he unconnected with 
obstruction. Saunders even suggested that the jaundice 
might arise from disease of the blood, thus vaguely fore- 
shadowing the more modern theory of h^matogenouB 



In 1858 the German clinician Frerichs first developed 
the idea that jaundice is dependent on an altered state of 
the blood. His view was that the bile-acids, sodium glyoo- 
colate, and sodium taurocolate, are normally changed in the 
blood into the bile-pigment, and that any condition whioli 
impairs the oxidative activities of the blood interferes with 
the formation of the normal hile-pigments and leads to 
the production of abnormal colouring-matters which are 
deposited in the skin and give rise to jaundice, Freriohs 
supported this theory of the nature of certain cases of 
jaundice by the importiuit observatiou that if bile-salts be 
injected into the circulation of dogs these salts disappear, 
while bile-pigments are found in the urine. He concluded, 
somewhat hastily, but perhaps not unnaturally, that the 
bile-salts were converted directly into bile-pigment. 

The observation that bile-salts injected into the blood 
in dogs leads to the presence of bile-pigment was quioklj 
confirmed by Kiihne. But Kuhne placed an entirelj 
different interpretation upon the fact. He found that the 
infusion of htemoglobin into the blood was followed by the 
appeamnce of bile-pigment in the urine, and very soon 



J 



CHEMICAL PATHOLO&Y OF JATJNDICE 



^^^^^ CHI 

^HBtiefied himself that the bile-9alts act in the maoner 
^^Hescnbed by Frerichs owing to the fact that they liberate 
hiemoglobin by the destruction of red blood-cella. He 
farther made the importsint generalisation that all agenta 
which operate by hberating au excess of hfemoglobin in the 
blood ai'6 capable of causing the presence of the bile- 
pigmenta in the urine, and niay even be followed by 
jaundice. 

Virchow had made a discovery in 1847 which apparently 
gave the strongest kind of support to the idea that jaundice 
may arise from changes in the blood independently of dis- 
order of the liver. This discovery consisted in finding 
crystals of hEematoidin in old extravasations of blood. You 
know that hBematoidin is derived from htemoglobin, and 
resembles bilirubin in this respect as well as In chemical 
composition. The very close rEssemblance between these 
two substauces made it natural to suppose that a transfor- 
mation of htemoglobin into bilirubin, liJie the change from 
hsemoglobin to hiematoidin, may occur through alterations 
in the blood quite unconnected with any intervention of the 
liver. It was therefore assumed that jaundice may arise 
from such a conversion of haemoglobin into bihrubin without 
the intervention of the liver. This was the theory of 
htematogenoua jaundice — that is, the view that jaundice 
may have its origin in deatructioD of the blood — a doctrine 
which came to be rather widely accepted by pathologists 
and clinicians, and still has a considerable hold on the minds 
of practitioners. The bamatogenous doctrine received 
support from the statement of Leyden, that in cases of 
obstructive jaujidice the blle-salta appear in the urine, 
whereas they are not found in the urine of patients with 
jaimdice of the no n -obstructive variety. The inferences 
which were made from Leyden 's observation on the bile- 
salts ware as follows:— The bile-salts are formed in the 
liver ; therefore when no bile-salts are formed the hver must 
be inactive, and if the liver is so inactive that it does not 
produce bile-salts it must be true that the bile-pigments in 
cases of jaundice are derived, not fr-om the liver, but from 
tlie blood. 

This doctrine of the htematogenous origin of jaundice 
thus seemed to be firmly grounded, but facts very soon 
came to hght which made the doctrine no longer tenable. 
Vfrohow, one of the chief founders of the heematogenous 
dootrine, was one of the first to abandon it. 
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There are two facts which experimental study has esta- 
blished which make the existence of a purely hcematc^eaoua 
jaundice most improbable. These are, first, the fact that the 
liver is the chief seat of formation of the bile colouring- 
matters; and secondly, that the jaundice produced by blood 
poisons which destroy red blood-oells, with the liberation of 
hjemoglobin. may alter the bile in consistence, so as to pro- 
duce an obstruction in the small bile-ducts which is due to 
the increased viscidity of the bile. 

That the liver ia the seat of the formation of bile- 
pigment was shown by the experiments of Minkowski and 
Naunyn, These observers found that when geese were 
poisoned with arsenuretted hydrogen (AsHg) large amounts 
of bile-pigment appeared in the urine, owing to the libera- 
tion of heemoglobin. They did not find free hamoglobin in 
the urine, unless the destruction of red blood-cells was very 
great. Having estabUshed these facts they repeated the 
experiment with one important modification — namely, with 
extirpation or Ugation of the vessels passing to the liver. 
Under these circumstances — that is to say, where the func- 
tions of the liver are eliminated and the animal is poisoned 
with arsenuretted hydrogen — the bile colouring -matters no 
longer appeared in the urine. Instead, there appeared in the 
urine large quantities of htemoglobin. The oonclnsion from 
these experiments is clear. It is that the liver normally 
transforms htemoglobin into the bile colouring-matters, bih- 
verdin and bilirubin. If the bile colouring- matters were 
really formed in the blood from hemoglobin, they should 
continue to be formed when the functions of the liver have 
been eliminated. 

Let us now consider the second fact which renders a 
purely htematogenous jaundice most improbable— namely, 
that the jaundice resulting from blood poisoning is associated 
with obstruction in the smaller bile-ducts, This fact wag 
first estabhshed by Stadelmann by making use of the 
substance known as toluylendiamin. When this substance is 
injected into a dog it occasions a great destruction of red 
blood-eells, bile-pigments appear in the urine, the quantily 
of bile-pigment in the bile is very much increased, and the 
animal becomes intensely jaundiced. The increase in the 
pigments of the bile is found from two to twelve hours ai 
the injection. Between the fourteenth and sixtieth hour ibe 
quantity of bile gTO'N%TaaoKle>Qa, loses the character of b" 
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and reaonablea extremely viscid coloarleBS mucus. This 
viseid condition of the bile apparently arises from a catarrh 
of the iutra-hepatic bile-ducts, due either to the toluylendi- 
amin or some derivative o( this poison. It is important for 
you to understand that a duodenal catarrh does not neces- 
sarily exist in these cases of experimental jaucdice, and that 
the larger bUe-ducts may be comparatively little implicated 
in the catan-hal process. 

We may picture to ourselves the sequence of events as 
follows : i'irst, the destruction of htemoglobin and the 
increased formation of bile-pigments ; secondly, an increase 
in the viscidity of the bile with temporary obstruction in the 
smaller ducts and an accumulation of pigments in the blood, 
giving rise t-o jaundice ; and thirdly, a diminution in the action 
of the poison on the bile-duets, from which the bile grows 
less viscid, the obstruction stops, and the bUe-flow is re- 
established, while the jaundice quickly disappears. 

Here, then, we have a jaundice which might be regarded 
as purely hasmatogenous, but which really depends ultimately 
Upon obstruction in the smaller ducts of the Uver. If this 
result related only to dogs poisoned by toluylendiamin, these 
observations would not possess much practical interest. But 
the tmth is that this experimental jaundice serves aa a type 
of many cases of human jaundice where there is excessive 
destruction of blood, as, for instance, in pyEemia, malaria, 
acute yellow atrophy of the liver, &c. In many of these 
oases a viscidity of the bile has been discovered which cer- 
tainly suggests very strongly that in the jaundice with 
excessive destruction of blood the pigmentation of the skin 
is a consequence of obstruction in the bile-ducts. These 
cases are therefore hepatogenous ; that is, due to liver 
disease ; but in order to indicate the presence of the important 
element of excessive destruction of blood, we may speak of 
these cases as heemo -hepatogenous. Or, if we choose to be 
wholly non-committal aa to the part which the liver plays 
in causing this kind of jaundice, we may speak of it as 
tosEemic. I advise you to discard the term ' hfomatogenous 
jaundice ' altogether. 

Although it seems to me that the balance of evidence 
favours the view that these eases of toxemic jaundice are 
dependent on obstruction due to the viscid contents of the 
bile-ducts, it is only proper that I should tell you that this 
■ iw has not been universally accepted. Thus oua ot'sairqec 
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has reached the conclusion that in doga that have been 
poisoned with toluylendiamin the increase in the consistence 
of the bile occurs too late to account for the development of 
the jaundice. I am inclined to think that this objection to 
the conclusions of Stadelmann, Hunter, aad others cannot 
be sustained. Nevertheless it is held by some writers that 
the true explanation of the jaundice lies in a peculiar 
secretory anomaly of the liver cells, by which the bile- 
pigments, instead of finding their way Into the usual 
channels, the hiie-ducts, escape into the lymphatics, and 
thus find their way into the blood. I do not think there is 
much to be said in support of this hypothesis, hut I mention 
it to you in order to show you that the obstructive theory 
of tosffimio jaundice is not without its opponents. Moreover 
it is possible that this explanation holds true of a small 
olasB of cases of jaundice—as where jaundice persists for a 
long time after the removal of the cause of obstruction in 
cases due simply to obstruction of the common bile-duct. 

You will very naturally ask, What is the relation between 
the destruction of the red blood-cells and the development 
of jaundice? If it be true that in toxtemic jaundice there is 
a great destruction of red blood-cells, one might perhaps 
presume that there is a direct relationship between the 
extent of the blood destruction and the jaundice. As a 
matter ot fact, the relationship between blood destruction 
and jaundice is by no means a close one, and I will try to 
explain to you why this ia the case. 

When there is a very large destruction of red blood-cells 
this is followed by hBemoglobinuria, or the appearance ot 
hffimoglobin in the urine. It has been estimated that heemo- 
gtobinuria results only where the destruction of about one- 
sixtieth of the entire blood has rapidly taken place. The 
reason why hsemoglobinuria follows great blood destruction 
is simply that the liver ia unable to transform the hfemo- 
globin into bile-pigment rapidly enough to prevent the 
passage of hKmoglobiu out of the blood by way of the urine. 
The liver can transform an amount of nfflmoglobin much 
larger than it is called upon to transform under normal con- 
ditions, but after a certain point is reached this function o' 
the liver is no longer adequate to the greatly increased (ask, 
and the unchanged heemoglobin enters the urine, Even 
where the destruction of blood is so excessive as to oaj^ 
iifflmoglobinuria there mw^ be no iaundice whatever. 
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Bpae this in paroxysmal hEemoglobinuria and after the injec- 
^HSon of water into the veins, a procedure which gives rise to 
very great blood destruction. On the other hand, we aome- 
times see extreme jaundice without any hemoglobinuria, as 
in icterus gravis, Weil's disease, or toluylendiamin poisoning 
in dogs. Here there is less blood deatniotion than in the 
cases to which I first referred. Nevertheless there is 
jaundice. 

It seems clear from what I have just said that some 
special factor must enter into the occurrence of toxsemic 
jaundice, quite distinct from the extent of the blood destruc- 
tion. It is probable, as I have already intimated, that this 
factor conaiats in the ability of the blood- destroying poisons 
to set up a catarrhal inflammation of the amall bile-ducts, 
and through this to give rise to obstruction to the exit of the 
bile. 

There are thus two principal classes of jaundice. Firat, 
the class of cases in which the jaundice depends on a gross 
obstruction of the largest bile-duct, without a greater 
destruction of blood than ia normal, and secondly, eaaes in 
which the obstrnction depends on an increaae in the 
viacidity of the bile in the smaller ducta, and in which there 
is a pathological destruction of red blood-ceUa, 

Whether jaundice ever arises in any other way than 
through the processes I have sketched I am unable to tell 
you positively. One is certainly justified in suspecting that 
other forms of jaundice occasionally arise. Thus an exten- 
sive abscess of the liver is often associated with slighti 
jaundice unconnected with obstruction of the larger ducts, 
and also independent of any considerable blood destruction. 
It ia possible that in these instances of extensive destruction 
of liver-cells the normal secretory processes may be so 
deranged that the bile finds its way into the blood in 
sufficient amount to give rise to slight jaundice. Then, 
again, there is another poaaible origin of certain cases of 
jaundice. You know that it is very common for a slight 
degree of jaundice to occur in the first days of hte. Dif- 
ferent explanations have been offered as to the nature of the 
jaundice, and many writers consider tbo condition toxfemic 
in origin and associated with an excessive destruction of 
red blood-oella. One cannot but suspect that the initial 
infection of the gut with bacteria in the first days of lite 
^Bay in some way be connected with the occutieuca o' ' 
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neonatorum, but there are as yet no subatantial grounds 
which to base this idea. 

The explanation has also been suggested that the 
jaundice of the newly born is due to the fact that the bile 
absorbed from the intestine finds its way in part into the 
general circulation owing to the failure of the ductus venosus 
to close. You remember that the ductus venoius permits 
some of the fcetal blood to pass from the portal vein into the 
inferior vena cava, and that this communication normally 
closes in the first few days of life. If this channel of com- 
municatian between the portal vein and the vena cava 
should remain open longer than usual, it would explain the 
passage of bile aolouring'matter into the blood, and its 
deposit in the skin. As a matter of fact the ductus venosus 
was found patent in a case of icterus neonatomm which 
came to autopsy. I have mentioned the possibility of 
jaundice arising in oonsequence of tliis mechanical peculiarity 
in the circulation, simply to illustrate the possibility of 
jaundice arising in other wavs than those I have already 
mentioned to you, and not because it possesses any con- 
siderable practical interest. 

Probably more than four-fifths of all the cases of jaundice 
that one meets in the course of a practice in the temperate 
zone are dependent on obvious mechanical obstruction, that 
is to say, are purely hepatogenous. These cases include the 
jaundice due to gall-stones, hydatids, foreign bodies in the 
duct, inflammatory tumefaction of the duodenum, striotur* 
of the common bile-duct, tumours compressing the orifice of 
this duct, compression of the duct through new growths in 
the stomach, pancreas, or kidney, pressure by aneurism, or 
ffsoal masses in the colon, pressure by the pregnant uterus, 
uterine tumours, &c. In these cases if the obstruction be 
complete, the jaundice is very intense. Unless there be 
fever dependent on comphcations, there is little or no 
elevation in temperature. 

The cases of tosffimic or hsmohepatogenous jaundice are 
met with under conditiona different from those which give 
rise to obstructive jaundice. They occur in the course of 
diseases attended by excessive destruction of red blood-cells, 
as, for example, in yellow fever, severe malaria, typhoid 
fever, typhus fever, and scarlet fever. They also arise in the 
course of other presumably infectious diseases, as in the oon- 
dition known as epVlemv. ^B.-a.advce, in Weil's disease, and " 
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^HKate yellow atrophy of the liver. This cla>8s of cases also 
^^feffers from tbat of simple obstructive jaundice in the 
clinical manifestations. Fever and delirium are common, 
owing doubtless to the presence in the blood of bacterial 
poisons. Moreover the signs of a tosiemia associated with 
excessive destruction of blood may be present. These signs 
include hjemorrhages from the nose, stomach, or gut, and 
hiemoglobinuria. The jaundice itself is apt to be much 
slighter than in cases of marked mechanical obstruction. 
This slighter jaimdice appears to be referable to the fact 
that the obstruction in the bile-ducts is not complete, In 
fact the fieces often contain a large amount of bile oolonring- 
matter, and this in itself is an indication that the larger bile- 
ducts are patent. There may even be a marked excess in 
the quantity of bile-pigment, due to the greatly increased 
formation of bile-pigment from the blood destruction. This 
excess of bile-pigmenls in the froces is described as poly- 
choha. The term ' polychromia ' is a preferable one to 
' polycbolia,' because the increase in the bile is due to the 
increase in pigment matter, and is not knovra to include any 
increase in the bile-salts and other constituents of the bile. 

We are now in a position to consider in some detail the 
clinical phenomena connected with the impaired excretion of 
bile that occurs in jaundice. These phenomena can be 
conveniently divided into two groups : first, those which 
depend on the presence of the bile-elements in the blood, and 
second, the group of disturbances caused by the exclusion 
of the bile- secretion from the intestine. There are three sets 
of symptoms or conditions tbat arise from the presence of 
the bile-elements in the blood : first, those due to the deposit 
of bile colouring- matters in the skin and othei' tissues ; second, 
those connected with the excretion of the bile -constituents in 
the urine ; and third, the functional disorders in various 
organs that depend on the poisonous action of constituents 
of the bile, i.e. phenomena of cboleemia in the narrow sense 
of the word. 

The deposit of the bile colouring-matters, and especially of 
bilirubin, in the skin is the cause of the yellow tint of 
jaundice. A slighter pigmentation takes place in some of 
the other tissues. These tissues, however, do not readily take 
up the bile-pigment. Much of the coloration observed in 

£iternal organs after death is apparently due to post- 
m imbibition. It has been shown experitcieu*;,aJA'^ 'OftaX 
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the mnsole-cells, tho fat-cells, and the cells belonging to the 
walls ot the blood-veasela take up the bile colouring -matters 
only after death has occurred. In obstructive jaundice the 
pigmentation of the akin and tissues not only develops 
slowly, but develops rather more slowly than one might 
anticipate. Thns Frerichs found that from twenty-eight to 
forty-eight hours elapsed before the pigment could be found 
in die blood plasma after tying the common bile-duet in 
dogs. lu the ease of the human subject it is estimated that 
two or three days pass before the conjunctiva are tinged 
yellow or the pigment appears in the urine. In some casea 
ot jaundice, however, especially those connected with biliary 
colic, leas than twenty-tour hours have elapsed between the 
onset of the obstruction and the pigmentation of the skin. 
It is suggested that in these cases the pigmentation is 
hastened by the pressure exerted in consequence of a strongly 
contracted gall-bladder, the pressure being favourable to tbe 
absorption ot the bile. 

The excretion ot certain bile-constituents in the urine 
occurs in all varieties ot jaundice. It is essential to distin- 
guish carefully between the appearance of colour! Dg-matt«rs 
in tbe urine and the appearance of the salts of the bile-adds. 

The bile colouring-matters find their way into the urine 
because these colouring-matters are ftresent m the blood, and 
they owe their presence in the blood to the fact that the liver 
continues to produce bile colouring-matters even in the 
presence ot complete obstruction of the common bile-dnot. 
Indeed the hver not merely produces these bile-pigments, 
but often produces them in considerably increased quantity 
in cases of tosEemic jaundice with marked destruction ot red 
blood-cells. 

The principal colouring-matter that finds its way into the 
urine is bilirubin (CjaHuNjOs), and is derived, as I 
have already mentioned, from hfemoglobin through the 
intermediate stage ot hcematin. From the following equa- 
tion you can see the relationship between haematin and 
bilirubin ; — 



The quantity of bilirubin in the urine is often 

able and gives it the distinctive yellowish -brown coloration 
with which you ate familiar. The presence ot bilirabb il 
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Kown by the addition of osidisisg agents lilie oitroso- 
^Htric acid, ■which convert the bilirubin to biliverdin, which 
one recognises by its green colour. 

PerhapB you wOl be surprised when I tell you that the 
urine of patients with jaundice does not always contain 
bilirubin. During the stage of convalescence from ordinary 
obstructive jaundice a time comes when the bile-jiigments 
are again discharged through their normal outlet into the 
intestine. The bile-pigments at this time disappear from the 
urine and reappear in the fasces. The yellow coloration of 
the skin now begins to fade, but several days or even weeks 
may elapse before the pigmentation of the skin ceases. On 
the other hand we eometimea find the bile-pigment in the 
urine in considerable amount, and for many weeks without 
the occurrence of the pigmentation in the skin. This 
happens, for instance, in some cases of cirrhosis of the 
liver. 

But bilirubin is not the only colouring matter that finds 
its way into the urine in jaundice. In many instances 
urobilin is also present. The urobihn foimd in the urine 
of certain patients with jaundice has been regarded by some 
writers as a variety of nrobiUn distinct in composition from 
that urobilin which we find in the tirine of persons in health 
— pathological urobilin it has been called. Now, when we 
come to examine the evidence on which the doctrine of 
pathological urobilinuria is based, we find that it is far from 
convincing. Normal and pathological urobilin have been 
described by McMunn, by Eichholz, and by Jolles ; but the 
methods employed by these observers for the separation and 
purification of pathological urobilin make it probable that 
the substances which they described as pathological urobilin 
are mixtures of different substances, and not piu-e pigments. 
It is to be noted that the pathological urobilins described by 
the three writers just mentioned do not agree in their pro- 

Sirties, and it ie hkely that, as suggested by Garrod and 
opkins, the pigments in question were mixtures of normal 
urobilin with other urinaiy pignaents. While the subject 
cannot, perhaps, be regarded as finally settled, I strongly 
incline to the view that the luobilin of jaundice and of other 
pathological states cannot be distinguished by its physical 
and chemical properties fi'om the urobilin of the norma! 
urine. The quantity of the pigment in the urine of jauudico 
,y, however, be much in excess of the normal, 
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On studying the literature relating to jaundice you will 
meet the view that the substance which has been called 
hydrobilirubin occurs in the urine during various hepatic 
disturbances. This pigment, first obtained by Maly through 
the action of sodium amalgam upon bUirubin, was named to 
designate the fact that the substance contained more hydro- 
gen and less carbon than bilirubin. Maly believed bis 
hydrobilirubin to be identical with the urobilin ■which had 
previously been described by Jaff6, but this view is imtenable 
at the present time, for it appears that hydrobilirubin is 
either an impure pigment or represents an intermediate 
stage in the reduction of bilirubin to urobilin. 

We cannot feel sure that bilirubin and the excessive 
urobilin found iu the urine in some cases ot Jaundice are the 
only pigmentary abnormalities incidental to this pathologi- 
cal state. There is a group of pigmentary substaJices which 
resemble urobilin in ehowiiig the same absorption band on 
spectroscopic examination and in exhibiting a brilliant 
green fluorescence with zinc chloride and ammonia, but 
which differ from urobilin and from one another in stp.bility 
and in chemical composition. As yet we know little of the 
occurrence of these urobilinoid substances in the urine of 
jaundice. 

Bilirubin and urobilin are thus to be regarded as the 
most important urinary pigments in jaimdice. For reasons 
which I shall explain before the close of the hour the urine 
sometimes contains bilirubin but no urobilin, or an excess of 
urobilin without any bilirubin. It has been maintained that 
there Is a special type of jaundice in which urobilin is 
at no time associated with bihrubinin the urine. The terms 
' icterus bfemapheic ' and ' urobilin icterus ' have been ap- 
phed to this supposedly special form of jaundice, but nume- 
rous observations have demonstrated the fact that, even in 
those cases of jaundice where excessive urobilin occurs in 
the urine temporarily unasaociated with bilirubin, the pig- 
mentation of the skin and of the serous fluids is due to 
bilirubin, and not to any form of urobilin. 

Before undertaking to explain to you the reasons for the 
oeourrence of urobilinuria in jaundice and other affections 
of the liver it is necessary for me to refer to the origin of 
urobilin. A number of hypotheses have been advanced to 
explain the origin of urobilin and to account for the great 
variations in the amoun^i o'o'ifcT'ied in the urine. Thus it hf * 
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been maintained t.hat in hepatic disease the liver forms 
urobilin, and that urohilinuria is evidence of disordered 
function of hepatic cells. Others contend that urobilin ia 
formed in the tissues at large, either by the reduction of 
bilirubin or more directly from the transformation of facBmo- 
globin. We have thus an hepBtic, a histogenic, and a 
htematogenouB theory ; but none of these has so much to be 
said in its favour as the intestinal hypothesis of the origin of 
urobilin, 

The intestinal hypothesis of the origin of urobilin ia 
based on the £ollovring well-established facts. In the firat 
place, the amount of urobilin in the feeces (ftecal urobilin or 
stercobihn) is normally much greater than is to be explained 
by the amount of urobilin that enters the intestine with the 
bile. In other words, there is a production of urobilin in 
the intestine, and chiefly in the large intestine. This uro- 
bilin is formed in the intestine at the expense of the bUe 
colouring -matters, and especially bilirubin. If we exclude 
the bile from the intestine, urobiUn is no longer formed. 
Moreover, when the bile-pigment bilirubin passes rapidly 
along the intcBtine, as in certain pathological conditions, 
urobilin ceases to be formed because there is not sufficient 
time for the necessary conversion of bihrubin. 

The production of urobilin from bilirubin in the intestine 
appears to be attended by the loss of oxygen on the part o£ 
the latter substance. The change is, however, not simply 
one of reduction, for there is also a loss of nitrogen from 
tbe bilirubin molecule. 

It is further clear that the change from bilirubin into 
urobilin is brought about by the action of micro-organisms. 
When normal bile is inoculated with fcecal matter and kept 
at the body temperature there is a rapid production of 
urobilin and a corresponding diminution of the bihrubin. 
Similar results are obtained where intestinal bacteria that 
have been isolated and cultivated in bouillon are added to 
the bile and permitted to grow under anaerobic conditions. 
Again, the intestinal excreta of newly born infants contain 
neither bacteria nor urobilin, but after the lapse of about two 
days urobilin can be obtained in smaU amounts, and a small 
nuRiber of bacteria appear. Moreover, we can say that in 
general the greater the intensity of intestinal putrefaction 
the greater is the formation of ftecal urobihn. 
^^^^The presence of free alkali appears to be favouteiiVajiSi. 
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not essGtitiHl, to the reduction of bilirubin to urobilin by 
bacteria. Where the stools are acid, as in typhoid fever 
and in some diarrhceas, there is little or no production of 
urobilin. 

The next point in the intestinal hypothesis of the origin 
of urobilin to which I wiah to call your attention ie the rela- 
tion between the fiecal urobilin and the ui-obilin of the urine. 
It has been claimed that the two pigments are not identical, 
but the careful work of Garrod and Hopkins renders it 
practically certain that the pigments derived from these two 
sources are identical in chemical composition. That the 
fiecal urobilin is absorbed by the intestine and passes into 
the urine JB a well-estabhshed fact. The absorption is, 
however, a slow process, and this accounts for the fact that 
the ftecal urobilin may be either increased or diminished 
without immediately affecting the urobilin content of the 
urine. But after the lapse of a few days the influence of the 
increased or diminished absorption of the pigment can always 
be detected. Still the ratio of urinary to faecal urobilin is 
exceedingly variable, and we cannot always fee! sure that an 
increased production of pigment in the gut will lead to a 
correspondingly increased absorption of the urobilin and its 
reappearance in the urine. Even where absorption takes 
place the nrobilin may be altered in the body to other sub- 
stances, and in consequence of this the amount of urobilin 
in the urine may fail to correspond closely to the quantity 
absorbed from the intestine. 

The facts which I have now brought to your notice ai'e 
sufficient to show how substantial is the foundation on 
which the intestinal theory of urobiHn production has been 
built. There are, however, certain criticisms which can be 
made on this theory, and although the time at our disposal 
does not permit me to discuss these at length, I do not feel 
justified in omitting all mention of the objections that have 
been raised. Perhaps the most serious of these objections 
relates to the connection which certainly exists between 
hepatic disease and urobilinuria. If urobilinuria be of 
intestinal origin, bow are we to explain the fact that hepatic 
disease such as cirrhosis and carcinoma almost constant)}' 
give rise to urobilinuria ? There are two quite distinct vtiyt 
in which we may endeavour to harmonise the unquestion- 
able influence of hepatic disease with the intestinal oripn 
o( urobilin. A.ccoidm% to one of these, hepatic di» "" 
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^Hnflusnccs tile exci'etiun of urobilin by giving risi 
^^Jie quantity and quaJity of tha bile colouring-matters. Con- 
ditionB like phospfiorus poisoning and acute yellow atrophy, 
in which the secretion of bile-pigment is reduced in 
amount, would lead to a diminished formation of urobilin 
in the intestine, and hence to a diminished excretion in 
the urine. On the other hand, where there is extensive 
destruction of red htood-cells, as in some aueemias, the 
amount of bile-pigments is iuereaaed, and in cousequenoe 
we have an increased formation and absorption of urobilin, 
and hence a urobilinuria. Moreover, different human biles 
have a different content of bihruhin and biliverdin, and sLnca 
urobilin is less easily formed from the latter than from the 
former, we should expect variations in the excretion of 
urobilin dependent on these quahtative differences. 

According to a second view, the liver takes up urobilin 
aiter its absorption from the intestine and excretes It in part 
by the bile and in part converts it into other substances. 
There is, indeed, good reason to think that the liver-cells are 
capable of appropriating a certain amount of the absorbed 
urobilin, but we do not know the fate of this urobilin and 
cannot say how far the intei-vention of the hver influences 
the ultimate excretion of urohihn by the urine. It is not 
improbable that a recognition of the part played by the 
changes in the quantity and quality of the bile in liver 
disewe and by the subsequent intervention of the liver-cella 
after the absorption ot urobihn from the gut would help us 
to understand some facts about urobilin excretion which are 
not explicable if we consider no other factors than the pro- 
duction of urobilin in the intestine and its absorption and 
passage into the urine. 

I think you are now in a position to understand that we 
can divide cases of jaundice into three sets of cases, according 
to variations in the pigments of the mine. We have in the 
first place those cases of jaundice in which the bile is com- 
pletely shut off from the gut. In consequence of the great 
accumulation of bihrubm in the blood there is an intense 
yellow pigmentation of the skin, and a large amount ol 
oilirnbin finds its way into the urine. In these cases there 
ia no urobilin in the urine, because, as I have just explained, 
this pigment is not formed in the intestine when the bile ia 
esoluded from it. The next group of cases comprises those 
in which there is a partial exclusion tut the \i\\e Ixo^a fca 
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intestine. Enoagh bile-pigment finds its way into the blood 
to give nse to slight jaundice and to slight bilirubinuria ; but 
as a lorrge amount of bile pasBes into the intestine there is an 
abundant formation of biluiibin , and henoe the urine is ricli 
in this pigment. Possibly the increased intestinal putrefac- 
tion which always attends even the partial exolusion of the 
bile from the intestine iB concerned with the fact that the 
excretion of urobilin is increased, in spite of there being less 
bilirubin for the bacteria to decompose. In the third set of 
cases almost all of the bile passes into the intestine. Enough, 
however, gets into the blood to occasion a very slight yellow 
coloration of the skin, which in some instances can hardly 
he said to deserve the name of jaundice. The quantity of 
bihruhin in the blood is so very shght that the pigment does 
not find its way into the urine in a sufficiently large amount 
to enable us to detect it. On the other hand, since the 
quantity of bile-pigment in the intestine is very large, owing 
either to the outpouring of pent-up bQe or to an exceesive 
destruction of red blood-cells, there is formed a large amount 
of urobilin through the process of reduction by bacteria. The 
urobilin finds its way into the urine, and causes it to appear 
strongly pigmented. These are the conditions which exist 
in certain cases of htematohepatogenous jaundice, or after 
rapid relief to an ordinaiy obstruction. 

Having now considered the effects Eirising from the 
deposit of the bUe colouring- matters in the tissueB, and 
having reviewed the chief consequences of an impaired 
secretion of bile as regards the appearance of pigments in 
the urine, we may take up the functional disturoaQoes in 
various organs, due to the accumulation of bUe- constituents 
in the blood — that is to say, to cholaemia in the literal senss 
of the word. A variety of such disturbances occur in tha 
course of jaundice, and some of them find clinical espressioa 
in symptoms which go to make up the picture of this pathfr 
logical state. 

There are three constituents of the bile which have to 
be separately considered in any study of the effects trf 
choliJemia — namely, the bile-acids, the bile oolouring-matten, 
and cholesteriu. Ijet us consider very briefly the chemiesl 
character of the bile-acids. The human bile contains ft 
least two kinds of bile-acids — glyoocholic and taurocholic— 
at which the former preponderates. They exist as aodiw 
salts. Both ol tte \ii.\(i-a«\4a ■we the offspring of the sane 
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mother substance— ihe nitrogen-free oholic or otolalic acid 
(Cj4H4oOb), a body whose chemical nature ia not yet fully 
known. Cholio acid readily unites with glycocoU and with 
taurin, and thus forms the basis of glycocholic and tauro- 
oholio acid respectively. I need not enter into the chemistry 
of glycocoll and taurin further than to remind you that both 
substances are a mido- acids— that is, acids containing the 
amido-group, NHj. Thus glycocoll is simply amido-acetio 
acid, CHa.NHj.COOH, while taurin has the move complex 

conBtitution of amido-etfayl-sulphonic acid, SO^C 

and contains sulphur. We know nothing definite as to the 
origin of cholic aoid in the body. Glycocoll is yielded by the 
decomposition of ptoteids. Taurin is also thought to be 
darivea from proteid, perhaps from the proteid of the food. 

An adult numan being usually produces from eight to 
twelve grams of bile-salts daily, or, to speak more accu- 
rately, excretes or secretes this quantity in the bile ; since, as 
yon are aware, the peculiar circulation of the bile-aalts makes 
it unnecessary tor the liver to actually produce daily so large 
a quantity as passes into the bile, the bile-salts being absorbed 
from the intestine to pass again into the bile. Now, in con- 
ditions of jaundice the quantity of the bile-salts which finds 
its way into the mine is very anaall. This behaviour on the 
part of the bile-salts is in sharp contrast to that of the bile- 

Eigments, which, as we have just seen, are much increased, 
adeed, it is only during the first few days of jaundice that 
the bile-salts can be detected in the urine. After that they 
disappear entirely. 

There are three possible explanations of the fact that the 
bile-salts in the urine of jaundice are diminished or absent. 
One is that there occurs an excessive accumulation of these 
salts in the blood and tissues. There are two obvious objec- 
tions to auch a view. In the first place, the accumulation of 
the bile-salta would cause much more marked symptoms of 
poisoning than we actually find in jaundice. There is, 
indeed, a small accumulation of bile-salts in the blood, but 
it ia not sufiicient to be explained on the view that the bile- 
salts are formed as in health, and are stored in the blood like 
the bile -pigments. In the second place, it is quite clear that 
an accumulation of bile-salts in considerable amount in the 
blood would lead to their appearance in fee UTme m Vkc 
greater amount than they are actually Eound, 
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A second explanation of the disappearanoe of the hile- 
saltB from the urine ie that they are destroyed in the blood 
and thus rendered harmless. This view has beeu advanced 
by eminent physiological chemists, but is open to the great 
objection that bite-salts injected into the blood reappear in 
the bile. 

The only remaining possibility is that the bile-salts are 
produced in diminished amount in the course of jaundice. 
There are a number of reasons which indicate that this is 
the only tenable explanation of the appearance of the bile- 
salts in the urine in such small quantities. The most direct 
evidence bearing on this question comes from analyses on 
the human subject which show that the bile excreted in 
jaundice contains only a very small percentage of the bile- 
salts. Thus in one case the bile contained fifty-five 
thousandths (0'055) per cent, of sodium taurocholate and 
one hundred and sisty-five thousandths (0'165) per cent, of 
sodium glycocholate. When one recalls that the normal 
percentage of the bile-salts in the bile is about two per cent, it 
is easy to see how great a decline in the manufacture of the 
bile-salts occurs in jaundice. We ave certainly justified in 
eoucluding that in jaundice the liver-cells lose the capacity to 
manufacture bile-salts in anything like the normal amount. 
In view of the fact that bile-acids possess vei-y definite toxic 
properties this is a most fortunate circumstance. 

Let us now consider these toxic properties of the bile- 
acids. If we add a solution of the bile-salts to blood in a 
teat tube, we can readily convince ourselves that they have 
the power to dissolve the red blood-cells. We might jump 
to the conclusion that in jaundice the bile-salts have a 
similar destructive influence on the red blood-cells. There 
is, however, very good evidence that these bile-salts never 
exist in the blood of jaundice in sufficient concentration to 
exert a destructive action upon the red cells. Moreover, if 
such an action occurred we should see very definite clinical 
indications oE it. We should expect to find, at least some- 
times, that heemoglobinurla is present at the onset of jaun- 
dice, since, as I have already pointed out to you, a ma^c^ 
and rapid destruction of red cells leads to the appearance of 
hiemoglobin. As a matter of fact we do not encountef 
hiBmoglobinuria at the onset of jaundice except in conditioDS 
where we have good reason to think that the disturiwiM 
ot the blood is tW ^rLma.T^ do^iditian ; as, for example, in i 
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malftrial poisoning, in poisoning by toluylendiamiu, &c. 
Then, again, we shonld certainly be justified in believing 
ihat antemia would result from any considerable and pro- 
longed destruction of red cells, due to the action of bile-aalta 
in the blood. But the fact is that ancemia is not a feature 
even of the most pronounced obstructive jaundice. We are 
thus obliged to conclude that the bile-salts never occur in 
sufficient concentration in the blood to occasion a destruction 
of its formed elements. 

I do not know of any systematic study of the influence 
of the bile-salts upon the coagulation of the blood. There 
are, however, some clinical observations which, show that in 
jaundice the coagulation time of the blood may be lengthened 
by many minutes. A distinct inclination to liBemoiTh age after 
operation has been noted in many cases of jaundice, possibly 
in one-third of the cases in which operative measures have 
been undertaken. Even spontaneous haemorrhage has been 
seen to follow the absorption of hile -constituents, as in a 
case where after rupture of the gall-bladder the bile passed 
into the peritoneal cavity. This disposition to hffimorrhage 
Is probably to be refeiTed to impaired power of coagulation, 
Although some writers have suggested that it arises from 
alterations in the walls of the smaller blood-vessels. The 
delay in coagulation that occm-s in at least some instances 
of jaundice is not improbably due to the action of the bile- 
salts, but positive evidence of this appears to be wanting, and 
we cannot be sure that other constituents of the bile do not 



in tamiharwith the s 
the pulse which is such a common phenomeno 
especially during the first few days of ordinary obstructive 
jaundice unattended by fever. Nearly forty years have 
passed since Rohrig observed that the bile-salts are capable 
of slowing the heart action, and made the inference that in 
jaundice the slow heart is due to their action. He thought 
the bile-salts acted directly on the heart muscles or on the 
cardiac ganglia, and this view gained wide acceptance. 
Becently evidence has accumulated which renders it ex- 
tremely probable that the bile-salts exert an inhibitory 
action on the vagus nerve. Among the indications in favour 
of this view is the fact that in some instances at least the 
slow heart of jaundice can be accelerated by the use of 
atropine, which, as j-ou are aware, haa a ^aral^tiVC wA\W>, 
in the va^s. 
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You may have observed that the slow pulse of jaundice 
19 usually large, soft, and dicrotic, whereas moat slow pulaea 
show a fair or escessive degree of tension. This eocdition 
of the pulse points to a paralytic effect of the bUe-salts on 
the blood-vessels. It is possible that the slight depression 
of temperature which v/e notice in many persons with 
jaundice is dependent on this widening of the peripheral 
blood-vessels. 

Numerous experimental studies have been made on the 
effects of the bile-salts on the nervous system, but the 
results are by no means concordant. While some writers 
have described the most pronounced irritative phenomena, 
such as tetanic and clonic convulsions, others have entirely 
failed to produce these effects. These divergent results are 
probably to be referred to differences in the experimental 
methods of the various workers. In rabbits the direct 
application of a solution of bile-salts beneath the dura 
certainly occasions very decided irritative phenomena, much 
resembling those produced by strychnia poisoning ; but wa 
have no justification whatever for supposing that results like 
these can help us to understand the effect on the nervous 
system of the human subject arising from the presence of the 
bile-salts in the blood in jaundice. The most reliable obser- 
vations show that 8ubcut«jieous and intravenous injections 
of the bite-salts cause depression and coma, Small doses in 
animals give rise to muscular weakness. 

Upon the whole the balance of evidence is to the effect 
that liie slighter nervous phenomena of jaundice, headache, 
psychical confusion, general prostration, and slowing of the 
heart are due to the action of the bile -salts. This view seems 
to accord well with the fact that these sjmiptomB exist as a 
rule only during the first days of jaundice ; that is to sav, at ft 
time when the bile-salts are most abundant in the Dlood. 
There is no basis whatever for the contention that the more 
serious nervous symptoms of the severe form of jaundice 
which we call icterus gravis are due to the influence of tha 
hile-salts in the blood. Indeed there is satisfactory evidence 
that the concentration of these salts is quite insnfGcient to 
occasion delirium, convulsions, or coma. It is far more 
likely that bacterial poisons or other tosic substances are 
responsible for these obtmsive nervous phenomena. 

Another clinical manifestation that has been attribnied 
to the action oi the bWe-a&Vta is the nlbuminuria i 
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H^ny instances of iaaridice. It has also been supposed that 
^^ats may be attributed to the same influence. When we 
come to esamine the evidence on which this view is based 
we find it to be ot a ilimsy character. It is true that the 
subcutaneous injection ot bile-saits in animals has been 
found to produce degenerative changes in the epitheha of the 
urinary tubules, together with cast formation. It is necessary, 
however, to be extremely cautious about transferring these 
results to man. Moreover the alterations in the renal 
epithelium which have been described in cases of jaundice 
accompanying acute yellow atrophy, phosphorus poisoning, 
carcinoma of the liver, and cirrhosis of the liver, seem more 
likely to be the result of other toxic agents than the bile- 
salts. As for the group of cases in which jaundice is most 
frequently accompanied with renal lesions — that is to say, 
eases of infectious jaundice — we can feel confident that the 
indications of renal disease are in reality due to the micro- 
organisms concerned with the infection, through the agency 
of their products. 

Recent studies have shown that even the thyi-oid gland 
is not exempt from the influence of the toxtemia of jaundice. 
Thus it was found that the lymph spaces of the thytoid were 
much distended with colloid secretion in a series ot patients 
with jaundice. It has been interred that the tosEemia of 
jaundice stimulates very markedly the thyroid secretion, 
and it has been suggested that this over -stimulation of the 
thyroid secretion is antitoxic in character and adapted to 
neutrahse the action of the bile-salts. But we must not 
forget that it is by no mea.ns demonstrated that this effect 
Upon the thyroid can really be referred to the bile-salts. 

Until recently the bile colouring-matters have not been 
made responsible for any of the phenomena of jaundice 
except the yellow coloration and dryness of the skin, the 
occurence of itching, and the peculiar disturbance of vision 
called xanthopsia. Indeed, even itching and santhopsia 
have been referred by some writers to the action of the bile- 
salts. The truth is that we are qaite in the dark as to the 
cause of the general itching ot the skin so often noticed in 
the course of icterus. It has been noticed that this symptom 
sometimes develops a considerable period before the yellow 
coloration of jaundice appears. You can readily see that 
this fact, which is well authenticated, is a most serious 
objection to the view that the itching is due to ^.W ift^'s^'w 
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of bile -pigment. It ia poissihie tliat the aymptom depends 
on the presence of some constitnent of the blood of which 
we aire entirely ignorant at present. But I am disposed to 
think we need not look so far for an explanation. The akin 
of jaundiced persons ia apt to be veiy dry, and this ia, 
perhapa, the real cause of the itching. 

The xanthopsia, or yellow vision of jaundice, has been 
referred to the impregnation of the ocular media and retina 
with the bile -pigments. The presence of these pigments ia 
thought to occasion the abBorption of the blue and violet 
rays of light. Such absorption, as you can easily under- 
stand, would fully account for the presence of the blue and 
violet blindness noted in the early stages of some cases of 
jaundice. A serious difficulty with the view which ascrihea 
xanthopsia to the bile -pigments is the clinical observation 
that this symptom may oecur where jaundice is slight, or be 
absent where it is profound. Thus you perceive we are in 
ignorance as to the nature of this symptom also. 

According to some observers, the bile colouring-matters 
are responsible for more serious disturbances than those I 
have just described. They beheve that the bilirubin of the 
bile is even more poisonous than the bile-salts, especially in 
its effect on the heart, kidneys, and the nervous system. 
An examination of the evidence bearing on this subject leads 
me to think that these conclusions are based on faulty ex- 
perimental observations. More carefully conducted obser- 
vations show that the poisonous action of bilirubin is really 
very slight, and we are certainly not justified at the present 
time in attributing more effects to its presence than those I 
have already mentioned. I do not feel, however, that we 
can regard the matter as settled. 

The third constituent of the bile to which writers have 
attributed toxic activity is oholesterin. This substance, you 
remember, is a monatomio alcohol, with the compoaifion 
represented by the formula (OjsHjj.OH). It is uaoaUj 
present in the bile of the gall-bladder in a proportion vary- 
ing from O'l to 1 per cent. The severe symptoms of icUrui 
gravis have been referred by some observers to oholesterin; 
but the experiments on which this view is based are quite 
unreliable. The toxic results obtained were clearly due to 
the fact that in certain experiments the oholesterin, being 
introduced into the blood imperfectly dissolved, gave rise tt> 
/^tal enaboU. In oftiet ffK."g6"dm.etite the toxic effeota "~ 
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clearly dne to the glycerine which was mixed with the 
eholeaterin. I have touched on these obsen-ations more 
fully than I should have done were it not that they afford 
an excellent example of the soureea of eiTor that exist for 
esperimentera, especially for those engaged in determining 
the toxic properties of individual constituents of the blood. 
It has been shown that cholestei'in is in reality entirely 
devoid of toxic properties. 

Before taking leave of the subject with which we have 
just been engaged — namely, the effect upon the organism of 
the toxiemia of jaundice — I wish to say a word as to the 
influence which this toxtemia exerts upon general meta- 
bolism in ordinary obstructive jaundice. It has been 
thought that the bile-salts are capable of acting as proto- 
plasmic poisons, and of occasioning an increased destruction 
of tissue. There appears, however, to be no substantial 
evidence in support of the view that such a disturbance in 
proteid metabolism occurs in man. The output of urea baa 
not been shown to be greater in human obstructive jaundice 
than is the case in a condition of health where an equal 
amount of food-material is absorbed from the gut. There 
are, indeed, some observations on dogs in which the bile- 
ducts have been ligated that Indicate the occurrence of 
excessive proteid waste ; but it is impossible to say whether 
these results are in any sense applicable to human obstruc- 
tive jaundice. In the case of the toxiemic form of jaundice, 
due to infectious disease, it is likely that we have to take 
account of the existence of a protoplasmic poison, which 
causes an excessive destruction of proteids in the body, 
and a correspondingly increased elimination of nitrogen. 
Bat, of course, cases of this type belong to an entirely 
different category from those in which the toxtemia is due 
to the simple accumulation of biliary constituents in the 
blood. 

"We may now consider very briefly certain consequences 
of an exclusion of the bile from the intestine. These effects 
are chiefly of three kinds : first, the defective absorption of 
tats ; second, the increase ot intestinal putrefaction ; and third, 
a loss of fseeal colouring-matter. As we have already dis- 
cussed this subject in another relation, I shall merely 
remind you of the more important facts connected with these 
intestinal disturbances. You will recall that the chief 
Influence of withholding the bile from the inteattue \'& "uRtt 
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impaired abeorptdon of fats. The process of fat- splitting 
goes on very mucli aa it does in health, owing to the presence 
of the pancreatic ferment. Where the pancreatic juice is 
also esoluded the impairment in fat absorption is much 
greater, and there may be a, markedly diminished decompo- 
sition of neutral fat. The fat lost by the fsecea id cases of 
catarrhal jaundice is intimately mixed with the .other 
constituents of the feeces, and contributes to impart a peculiar 
light grey colour and salve- like consistence to the movements. 
On microacopioal eKamination we find that the fseces contain 
an abundance of needle-shaped crystals often arranged 
radially. These crystals were at one time erroneously 
supposed to consist of tyrosin. They are now known to be 
sodium calcium or magnesium salts of the liigher fatty aoids. 
Crystals of free fatty acids are sometimes abundant in the 
stools of persons with jaundice, and under these circum- 
stances the fseces have a peculiar silvery lustre. 

There is another important effect of impaired absorption 
of fats ^t'bich I must not omit to mention. This is the loss 
of weight that occurs in almost every case of jaundice. If 
the patient were capable of taking an increased supply of 
carbohydrates and proteids, this deficiency oould be readily 
compensated. The appetite, however, is poor, and the 
patient does not assimilate enough food material to enable 
him to keep up his caloric expenditure without drawing upon 
his own fats and proteids. In consequence of thus drawing 
upon his own tissues the patient loses weight. 

The second important effect of excluding the bile from 
the intestine is the increase of intestinal putrefaction which 
we observe. You will remember that I told you the i»le 
performs the important function of hurrying the food along 
the digestive tract, and of thus preventing that stagnation a 
the intestinal contents which regularly leads to increased 
proteid decomposition. The excessive putrefaction th»l 
follows the exclusion of the bile from the intestine during 
obstructive jaundice is shown clearly by the increase ol 
ethereal sulphates. Sometimes the indican reaction of the 
urine grows very strong, and frequently the quantity ol 
phenol and aromatic oxy-acids is much increased. Whetba 
under these circumstances there are produced anyimportsnl 
putrefactive substances at present unknown to us I cauioti 
of course, venture to say. I admit that I am stronglj 
inclined to believe that some of the slighter nervous sympl 
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observed in the course of obstrtictive jaundice, as, for example, 
headache, are in reality due to the absorption of excessive 
putrefiictive products, rather than to the existence of a 
cholffimia. 

It has been suggested that excessive intestinal putre- 
faction is distinctly promoted by the presence of a marked 
eseesB of fat in the intestine, and I am incHned to favour this 
idea. It is easy to see hovr the intimate admixl.ure of an 
excessive quantity of fat with proteid material in the intestine 
might greatly hinder, in a mechanical way, the absorption of 
proteid food. Sneh a hindrance would naturally give the 
mioro-organisms of the intestine a highly favourable oppor- 
tunity to break up the proteid substances. 

The complete diversion of the bile from the intestine 
gives to the fseces a light grey or slaty tint dependent on 
the absence of the chief colouring-matter, urobilin. If ihe 
fseces under these circumstances be extracted with alcohol, 
they no longer impart to it the reddish colour due to the 
presence of urobilin. The absence of urobilin is the result 
of the absence of bilirubin and biliverdin from the gut, and 
the cause of the absence of urobilin from the urine. But, 
as I have already said, urobilin is formed in the gut and 
reaches the urine where even small amounts of bile still 
enter the intestine. 

We have now discussed the leading features in the 
pathological chemistry of jaundice. Perhaps it will aid you 
if I summarise the points which I wish most strongly to 
impress on your memory. In the first place, Vfe have to 
draw a faii'ly sharp line between the cases of jaundice 
dependent on mechanical obstruction in the larger ducts 
and those cases in which the obatruction occurs chiefly in 
the smallest bile-ducta, and is the consequence of the activity 
of toxic substances which have led to a marked increase in 
the destruction of red blood-cells. In the first form of 
jaundice the alterations in the composition of the blood are 
dependent upon the accumulation of the bile constituents — 
namely, the bile-pigments and the bile-salts. In the second 
group of cases^tnose of toxemic jaundice — these bile-con- 
stituents are present, but are of lees importance to the 
organism than those poisons, usually the product of bacterial 
activity, which give rise to the excessive blood destruction. 
Id the eases of ordinary obstructive jaundice the bile is 
very frequently shut off completely from the intestine, in 
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coDsequonce of whiuh the fteeea assume the grey colour due 
to impaired fat absorption, and usually a disgusting odour 
due to the e^^cesslve putrefaction of proteids. hi the toxemic 
form of jaundice, on the other hand, there ia seldom a com- 
plete withdrawal of the bile from the intestine. In fact, the 
quantity secreted may be much in excess of what is normal, 
owing to the greatly increased formation of bile-pigments, 
which is the consequence of excessive destruction of red 
blood-cells. The fEBces in these cases are coloured brown 
from the excess of bile-pigments or polychromia. In the 
urine, too, we see differences in the two sets of cases. In 
complete obstructive jaundice the urine contains a large 
amount of bilirubin but no urobilin. In tbe csises of toxsemic 
jaundice enough bile soon reaches the intestine to g^ve rise 
to the appearance of urobilin in the urine, and the quantity 
of bihrubin is not so large as in cases where the obstructioD 
is complete. The bile-salta are somewhat more abundant 
in the urine in obstniotivo than in toxiemic jaundice duiing 
the first few days, but after this they are absent from the 
urine in both sets of cases. 

There are also clinical differences between the simple 
obstiTictive and the toxemic types of jaundice. In the first 
tbere is little or no fever, or even a subnormal temperature, 
and nervous symptoms ai'e not pronounced even though the 
patient be intensely jaundiced. In the second form of 
jaundice there ia usually a rise in temperature due to the 
action of bacterial poisons, and the jaundice is frequently 
slight, although cerebral symptoms arevery of ten obtrusive. 

I have probably given you the idea that the obstructive 
and toxiemic forms of jaundice are always readily distin- 
guishable, for in my description I have had in mind mainly 
the marked types of the disorder. In practice, however, we 
sometimes meet cases where the elements of both types are 
combined. It ia of the utmost importance that you should 
learn to make tbe correct diagnosis of the cause of jaundice, 
a diagnostic problem not always easy to solve and one 
worthy of your closest study. The practical importance of 
this diagnosis is so great because of its bearing upon the 
choice of tbe correct treatment, which, as you are aware, IJ 
often surgical in character. It is well to ijear in mind lb»' 
although catarrhal jaundice — that is, jaundice conneoted 
with gastro -duodenitis — is the commonest form of the con- 
ditioD, the obeVruotion vftath \xiii'i't\i5,?. the jaundice is o"'" 
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ident oa maIignH.iit disease, compressing the 
bile-duet. Then, again, there are ciises of jiiundire oon- 
Dooted with disease of the gall-bladder, not necessarily 
involving the presence of gall-stones, but dependent on 
inflajiimation of the gall-bladder itself. 

Yoo are, of oourse, aware that the treatment of jaundice 
depends upon the cause. In cases of gali-bladder disease, 
or of pressure upon the larger bile-ducts by tumours, we have 
to resort to surgical interference. The cases of jaundice due 
to toxiemia can only be treated indirectly through measures 
addressed to the primary infectious disease. The treatment 
of cases of obstructive jaundice of the simple catarrhal 
variety due to gastro- duodenitis requires some mention 
here. You know that these cases run a course which differs 
much in different inelances. We do not know just why it 
is that some of these patients recover in the course of a few 
days, although we may do nothing in the way of treatment, 
while other cases persist tor many months in spite of all we 
do. The slighter cases can hardly be said to require any 
treatment except the use of a milk diet. Nevertheless, since 
we are unable to say at the outset whether a case ie likely to 
run a short or a long course, it is well to do everything we 
can from the outset in the way of treatment. My conviction 
is that the most important thing ior us to do is to diminish 
the gastritis and duodenitis on which these cases of jaundice 
appear to depend. It is therefore essential that we should 
remove all causes of irrit^ation to the mucous membrane of 
the stomach and duodenum. A strict milk diet for a week or 
ten days is very helpful in this connection. The milk 
should be ordinary skimmed milk containing only about 
1 per cent, of fat. The advantage of excluding the milk fat 
in this way lies in the ohcumstance that fat absorption is 
greatly diminished in jaundice, and that it is unwise to load 
the intestine with food which is absorbed only in Umited 
amount. As I have already mentioned, the presence of fat 
in abundance probably favours excessive proteid putre- 
faction, a thing which we should endeavour to limit as far 
as possible. After five or six days on a diet of skimmed 
milk .the patient may be permitted to take broths of chicken 
or mutton in addition to milk, and may be allowed a 
moderate quantity of carbohydrate food in the form of finely 
divided and thoroughly cooked cereals, such as hominy, 
lice, or wheatena. I think it is distinctly ftl\anl6:%WTO.'o 'ws 
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praoliBS stomach wasliing occe a day regularly in these 
cases, even in the mild ones, aince it is very helpful b 
quieting the indications of gastritis. Even in cases where 
you do not find any o£ the classical symptoms of chronic or 
subacute gastro- duodenitis I think it desirable to practise' 
lavage. Many physicians also make use of cathartio drugs, 
but I am of the opinion that if we employ drugs to relieve 
the constipation which almost always exists in patients with 
catarrhal jaundice who are on a. milk diet, we should be 
cautious in avoiding laxatives that possess an irritant action, 
I should therefore adviaa you not to employ cathartic salts, 
but to use calomel in small repeated doses. It may, 
perhaps, suggest itself to you that the absorption ot fate 
would be aided by giving moderate dosea ot bile-salts or ot 
OS-bile. You veill remeinber, however, that I told you the 
bile-salts are a powerful stimulus to the liver-eeUs. If, 
therefore, we give the bile-salts for the purpose of improving 
the fat absorption, these salts will be absorbed and will 
stimulate the liver to increased activity in the formation of 
bile. Since there is an obstruction to the escape of the bile, 
it seems unwise to do anything which will stimulate the 
production of bile while this obstruction persists. The use , 
of cold-water enemas has been recommended in jaundice in 
the belief that it in some way favours the relaxation of the 
obstructed bile-ducts. I have tried the method in many 
cases, but have not been able to convince myself that it is 
really serviceable. 

The first indication of improvement in cases ot calarrhsl 
jaundice is often a diminution in the amount ot bile-pig- 
ments in the urine and the reappearance of some bile- 
pigment in the ffflces. When you observe these signs m the 
course of catarrhal jaundice you can feel confident that yont 
patient will before long show a diminution in the inteneitj 
of the pigmentation of the skin. 
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Derangements oF hepatic Eunction distinct from disorders in the prodac- 
tloD of bile— Ai!sumpt Ion thnt the escreCion of orea is dinunisfaed it) 
hepatic disease owing to inabilitj of the livet-cetla to form aufflcienl 
urea—Gioands (or the viev that the liver is largely ooaoemed with 
the production of urea — ConTersion of the omido-acida into nrea in 
the isolated mammaljaa li^er— Formation of area from ammonium 
Balts^ConBequencea of eBtablishing an Eok fistula — Decreased excre- 
tion of DTea in aottte yellav atrophy, poisoning by phosphorus, and 
hepatic cirrhosis— Increased excretion of amiuonia in these owi- 
ditions— Acid intonioation as a probable cause of excessive excretion 
of ammonia and diminished eieretion of urea — Belation of the liTei 
to the production of uric acid — Ocoorrence of leucin and tytouu 
in the urine in hepatic disease — Belation of albumosuria to hepatic 
disease — The glyoogento function of the liver— Dtsturbanoes of this 
tonotion— Conditions attended with diminished storage of hepUiii 
glycogen — The antitoxic ianction of the liver — Action o( the liver oo 
nUtaloids ; on metals and metalloids — Action on dijtestive prodaota — 
Nature of the proceeRen involved in detoiioation — Action of the Htet 
on bacteria — EQecta of partial or complete elimiaation of hep^ 
function^ The toxicitj of the urine as evidence of tOKtemia — Then- 
peutic indications in casc3 of hepatic disease attended by ilov 
destruction of cells. 

At our last meeting I endeavoured to sketch for you Bome of 
the prominent phenomena connected with disturbances ti 
the most obvious functions ot the liver, namely, the pro- 
duotion of the bile. In doing this I found it convenientto 
group the facts relating to disordered formation and seoreticiD 
of the bile around the condition which we call Jaimdioe. 
This morning I invite your attention to a very difierent class of 
derangements — derangements connected with fuuctiona of the 
liver distinct from bile -formation. Ton are, of courae, well 
aware that the cells of theliver are capable ot doing many kinds 
of work besides that which leads to the production of bile, and 
that the hepatic cells are perhaps the most versatilB of bd/ 
in the body. Th'vi&, as I mentioned in the last lecture, I' 
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a and store glycogen, convert ammonmm salts into urea, 
carry on processes of oxidation with intense activity, and 
exert a remarkable power of destroying or modifying toxic 
Bubstancea, a function closely connected with these active 
processes of oxidation and synthesis. While we are still 
very far from a satisfactory understanding of these varied 
fanctions. we have, nevertheless, accumulated enough know- 
ledge to justify the conviction that these more obscure 
cellular activities are of the utmost importance for the 
maintenance of health, and that their disturbance means 



I may conveniently group the facts which I shall bring 
l)efore you to-day into three classes : (1) Those relating to 
disturbances in the ability of the liver-cells to carry on 
processes connected with nitrogenous metabolism ; (2) those 
relating to disturbances in the glycogenic functions of the 
liver-cells ; (3) those connected with the failure of the 
hepatic cells to normally carry on their power to convert or 
destroy toxic substances. The first and third classes overlap 
one another largely, but I think it best to keep them distinct 
in what I have to tell yon. 

The Uver has long been suspected of playing a leading 
part in the production of the chief representative of the 
proteid waste of the organism, urea. This belief was 
grounded on the observation that there are certain diseases 
of the liver in which the excretion of urea in the urine 
is much below the normal quantity. The diseases 
in which this diminished excretion of urea was observed 
are conditions like cirrhosis of the liver and acute 
yellow atrophy, in which we know the liver-cells to be 
extensively damaged. What could be more natural than 
to regard the diminution in urea as a consequence of 
this destruction of liver-cells, and to assume that the 
extent of this destruction could be measured by keeping 
watch of the amount of urea passed in the urine ? These 
suppositions have been current for many years in spite of 
the fact that they rest on observations which were in many 
histances technically incorrect. It is only in recent j-ears 
that these views have been scrutinised with the aid of 
scientific methods of investigation. 

The doctrine that the urea excretion falls off in hepatic 
disease because the liver-cells are no longer able to raQ.kQ> 

icient urea really involved three distmdl ■ptc.-^Qw.'ttaQa, 
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These are, first, that the liver is an importaDt seat of urea 
formation ; second, that there is often a decrease in the 
excretion of urea, in diseases that caase destmctioii of liver 
cells ; and third, that any decrease in the excretion of urea 
observed in tlie course of liver disease depends upon the 
inability of the hepatic cells to make urea. The firet 
and eeooud of these .propositions we shall find to be 
correct ; the third is eiToneous, Let us examine them in 
turn. 

Modern research has placed us in possession of facts 
which leave no doubt that the liver is very largely concerned 
in the formation of urea. Perhaps the most direct evidence 
that we possess on this subject cornea from experiments 
upon the isolated mammalian liver, in which it is possible to 
keep up an artificial circulation of blood, Tou can readily 
understand that in a cleverly devised experiment the con- 
ditions might be kept favourable for the continued activity 
of the liver-cells in carrying on some of their chemicw 
functions, as, for instance, the function of forming urea 
from substances suspected of being convei*tible into urea. 
You will remember that urea is, chemically speaking, the 

/NH, 
amide of carbonic acid or carbamide, CO each mole- 

cule of which contains two groups of NH,,, It would not 
be singular if the liver were capable of converting into urea 
substances which contain the NH, groups, and investigators 
have made use of such substances in their experiments io 
determine the origin of urea. Among the substances whiob 
contain the NHg group are those known as the amido- 
acids, for example, glycocoU, which is amido-acetio acid 
(CH,NHj.COOH), and o - amido - isobutyl - acetic add 
iCH3),CH.CH3.CH(NH,).COOH, which is lenoin. Nw 
it is a fact that either of these amido-acids, glycoooU ot 
leucin, is transformed into urea in the liver if introdnoed 
into an isolated mammalian liver in the blood-stream of ac 
experimental circulation. That such a conversion actually 
occurs under these conditions ia shown by the fact that the 
amido-acids leaving the liver are much less in amount tiiaD 
the quantity introduced, wMIe, on the other hand, the quantity 
of urea which leaves the liver ia correspondingly increased. 
It is not my wish to give you the idea that the liver ordiDarilT 
, manufactures its aieai (i\ive.ft-3 tco-m amido-acids like glycocoD 
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Hnd leuoin. II is true that a certain proportion of the urea 
■fetcreted by the uriue ie made from amido-acids which enter 
the liver after they are absorbed from the digestive tract, 
where, ae you are well aware, a part of the proteid food may 
be converted into amido-com pounds. I have given you this 
particular example of urea formation in the liver because we 
possess such very direct evidence in remrd to it. There is 
good reason to telieve that the liver ordinarily produces its 
urea very largely in another way, namely, by the reorrange- 
naent or conversion of ammonium salts. 

It is well known that when certain salts of ammonia are 
introduced into the blood of a mammal, a portion at least of 
the ammonia fails to make its appearance in the urine, while 
the urea in the urine is correspondingly increased. This 
fact of course proves nothing as to the part which the liver 
ta.iies in effecting the increase of urea noted under these 
circumstances ; it shows merely that ammonia in certain 
combinations is somewhere in the body changed into urea. 
We are able, however, to suppleroent this information in a 
way which indicates that the liver is concerned with the 
conversion of ammonia into urea. 

Perhaps you remember my telling you in a previous 
lecture that the proteids in the intestinal tract yield ammonia 
as one of the regular accompaniments of an intestinal diges- 
tion. Wo do not know just how this ammonia arises. 
Probably it is spUt off by the epithelial cells of the stomach 
and intestine and pancreas during their glandular activity, 
and especially during the absorption of proteid food. How- 
ever this may be, we know that during digestion the blood 
of the mesenteric and portal veins is very much richer in 
ammonia than the arterial blood generally. We know 
further, that the blood which leaves the liver contains no 
more ammonia than the arterial blood which passes to the 
intestine, or, to state it differently, the blood of the portal 
vein on passing throngh the liver loses its excess of ammonia. 
The inference that this e^Lcess of ammonia is converted into 
urea Is fully justified. It has been calculated for one par- 
ticular experiment that the Uver of a dog weighing 9'5 kilos. 
received 6'497 grams of NHg, and lost only 2-332 grams 
of NHj, 3165 grams of NH^ having been convei-ted in the 
liver into urea. The amount of NHj thuB converted is equal 
to 5'58 grams of urea for the twenty-four hours. 
^^ But this is by no means all the ovidenoa we W'je aa V> 
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the origin of urea in the liver. We posaeaa important 
evidence of a negative kind derived from the highly interost- 
ing observationa that have been ma4e upon dogs, in which 
an Bck fistula has been produced. Probably you do not 
know that an Eck fistula is made by eatabUahing a. oonnec- 
tioo between the portal vein and the inferior vena cava, by 
which the blood from the intestinal area paaaea directly into 
the right heart without first traversing the liver. By means 
of this procedure the liver is excluded from performing its 
functions, and we are thua in a position lo Btudy what 
happena when these functions are eliminated by experi- 
mental means. The operation is, of course, a formidable 
one, and, even when entirely auocesaful from a surgical 
standpoint, leads to the death of the dog in twenty-four 
hours or leas. But during this short period of life vnthovt 
a liver the quartet of German and Bussian investigatorB— 
Haim, Massen, Nencki, and Pawlow — succeeded in making 
obeervalions of the highest import^ance in conneotioD with 
the topic we are diacuaaing. They found that the contert 
of NH_T in the urine ia very atrihnglv increased after the 
establishment of the Eck fistula, and tfiat there is a propor- 
tionate diminution in the excretion of urea. This is precisely 
the result we should expect in case the liver were concerned 
with the formation of urea, and, taken in connection with 
the facts which I have already brought to youj notice, it 
goes far to eatabUsh the doctrine that the liver is an important 
seat of urea formation. 

I do not intend giving you the idea that no urea ia 
foiToed after the establishment of the Eck operation. Urea 
continues to be produced in large amount; and, indeed, we 
cannot conceive that life could be even temporarily main- 
tained without the continuance of this very fundamental 
chemical activity. There is, however, a sufEoient accumula- 
tion of an ammonia compound to bring on death before many 
hours have passed. 

It will probably occur to you that the liver evidently 
dooti not have exclusive control of the formation of urea, 
and that other cells than those of the liver must be concerned 
in oariying on this particular form of work. This is a con- 
clusion which there ia every reason to regard aa coiTect, (or 
the continued appearance of large quantities of urea i 
urine after the experimental elimination of the Uver can 
iaea,n that other otg&n^ %t& i^wcxying on the fuQction ( 
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g urea. It woxild, indeed, he a singular thing if one 
organ should have a monopoly of ao fundamental and vital 
a process as that of manufacturing urea- It is probable that 
all the parenchymatous organs and the muscles share the 
urea-forming function with the liver, but in a lesser degree. 

We may thus afBrm the correctness of our first proposi- 
tion, since it is evident that the liver normally makes urea 
in large amounts, though not to the exclusion of other 
organs. We do not know how large a proportion of the 
total urea is produced in the liver ; possibly it is not very 
far from one- half. 

We do not know just how the liver-cells manufacture 
urea, but there is reason to believe the act to be synthetic in 
character, and involving the union of ammonia and carbonic 
acid. It is thought that the formation of ammonium car- 
bonate (CO(NH4)4) is a preliminary stage in the production 
of urea, but it is uncertain whether the molecule of 
ammonium carbonate is converted directly into urea, or 
whether there is an intermediate formation of ammonium 

/ ,NH, N 

cai'bamate I C0< 1 

The latter view has been strongly uiiiiutained by some in- 
vestigators, but I do not oonaider the evidence convincing. 
Tha nervous symptoms — somnolence, ataxia, convulsions, 
and coma — which develop after the Eck fistula has been 
established have been attributed to the action of ammonium 
carbamate on the central nervous syatenii but may with 
equal propriety be referred to the presence of ammonium 
carbonate. The truth ia, we simply know that there is an 
excess of ammonia in the blood after formation of an Eck 
fistula. We do not know in what form the ammonia 
exists. 

I have referred once or twice to the fact that certain salts 
of ammonia undergo conversion into urea. It is proper that 
I should explain to you the nature of these salts. It is only 
those combinations of ammonia with a readily oxidisable 
acid or with carbonic acid that can he converted into urea. 
The ammonium salts of a mineral acid, as, for instance, 
ammonium chloride or ammonium sulphate, are not avail- 
able for the synthesis of urea. 

We can now examine the second proposition of which I 
Spoke at the beginning of the lecture, namely, ^loa,^ ^\v&t«\% 
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actttallya decrease in ibe excretjon of urea in diseaees which 
occasion ezteosive deBtruotion of liver-cells. Such diseases 
include the acute destruction of liver-cells observed in acuie 
yellow atrophy and phosphorus poisoning, and also some 
instances of chronic damage to the hepatic cells in the course 
of interstitial cirrhosis of the liver and in fatty liver. 

What knowledge we have on this subject is inferential aud 
indirect rather than positive. It is well known that in the 
diseases of the liver, to which I have just referred, the urine 
frequently contains a much larger percentage of nitrogen of 
ammonia than is observed in health. In a normal human 
adult the urine contains from 2 to 5 per cent, of its nitrogen 
in the form of ammonia, about 2 per cent, of uric acid, and 
from 3 to 5 per cent, in the form of estraotives and nitro- 
genous compounds closely related to uric acid. The remain- 
ing nitrogen of the urine is present as urea. In the various 
diseases of the liver, accompanied by extensive damage to 
the liver-cells, the increase in the nitrogen of ammonium is 
often pronounced. Thus in acute yellow atrophy so large a 
proportion of nitrogen of ammonia as 173 per cent, was 
found in one case. In one instance of human poisoning by 
phosphorus the nitrogen of ammonia amounted to 18 per 
cent., in another to 25-8 per cent. In dogs poisoned lij 
phosphorus similar results have been obtained. In cirrhosis 
of the liver with great atrophy of liver-oella the nitrogen 
of ammonia may reach 30 per cent, of the total nitrogen 
of the urine, I have oiyBelf observed examples of cir- 
rhosis in which the nitrogen of ammonia was almost as high, 
but must hasten to say that in many cases of cirrhosis 
the excretion of ammonia is normal, In persons witb 
advanced fatty livers and marasmus, especially in infancy, 
the nitrogen of ammonia may reach 10 per cent, or more 
of the total nitrogen. It seems to me there is only one 
interpretation to be placed on these resulta, namely, Chat 
the increased excretion of ammonia occurs at the expense 
of urea. If this is not the case, whence does the nitrogen 
of ammonia come ? There is satisfactory evidence that it 
does not come from the extractive nitrogen or the uric 
acid, since the nitrogen in this form is not materially reduced. 
We know that in health the ammonia which reaches the liTW 
by the portal vein is converted into urea. It i 
that the ammonia formed in the muscles and elsewhere u 
the course of normaV TOe^.BhoVi.ftTa U converted into urea. , 
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(act only a very amall proportion of the ammonia whioh ia 
formed m the healthy body fails to be made up into urea. 
If, now, we find that the ammonia in the urine ia very largely 
increased in disease, whether it be disease of the liver or 
ofaome other organ, we are forced to cortelude that this 
ammonia represents ammonia that should in the normal 
courae of events have beeu changed into urea. In other 
words, we may answer otu- second proposition in the 
aflBrmative, and say that in some diseases of the liver 
whioh are accompanied by an increased excretion of 
ammonia by the mine, there is a proportional diminution 
in the formation of urea. It would be interesting to have 
more direct evidence onthia point ; that is to say, evidence 
derived from a study of the metabolism of patients in 
nitrogenous equilibrium ; but so far as I am aware such 
studies undertaken with the view to clearing up the 
question under discussion are at present wanting. But, as 
just intimated, I consider the indirect evidence I have 
brought to your notice as sufBoient to enable us to reach 
a conclusion, 

We are now in a position to examine the third pro- 
position liearing on the question of urea formation in liver 
disease, namely, that any decrease in urea excretion observed 
in hepatic disease depends on the inability of the hepatic 
cells to make urea. As I have already remarked, this view 
has been rather widely accepted vrithout much question, and 
it is important that we should have definite knowledge as to 
its correctness. 

Perhaps you will ask whether there is any alternative to 
the proposition that, where urea formation is diminished in 
liver disease, this depression of function is due to a failui*e 
in the capacity of the hepatic cells to make urea. If this 
question has suggested itself, you can safely answer it 
affirmatively, for it is certain that an increase in the nitrogen 
of ammonia of the urine by no means proves the liver 
unable to make the normal amount of urea owing to a 
failure in the synthetic functions of its cells. It merely 
indicates that urea is not formed in full amount because a 
certain quantity of ammonia, which would ordinarily go to 
form urea, is diverted for a very different purpose, namely, 
that of neutralising an acid. If you can I'ecall the lecture m 
which I described for you some of the leading chemical 
defences of the organism against disease, yoU'^UVt^'me^x^QCA 
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that 1 mentioned the power of neutralism^ acida as one ol 
the most important of chemical defeneee, I told you some- 
thing of the conditions tinder which the ammonia of the 
hody is employed to neutralise foreign acids or physiological 
acids imperfectly hurned, and which threaten to reduce the 
aUtalescence of the blood. Now we know that in phosphorus 
poisoning, in acute yellow atrophy, and in some instances of 
cirrhosis of the liver, the ammonia which appears in the 
urine is linked to lactic acid. The same thing is true of the 
ammonia which appears in the urine of dogs after naakin" 
an Eck fistula. We do not know the nature of the acid in afl 
eases of liver disease where the excretion of ammonia is 
increased, but in many instances, at least, the acid is that 
variety of lactic acid which is formed in the muscles and is 
known as sarco-lactic acid to distinguish it from the lactic 
acid formed in the course of fermentation. Although we do 
not know the chemical nature of the acid to wnich the 
ammonia is tied in liver disease, we can be certain that m 
organic acid eidsts in excessive amount whenever the 
nitrogen of ammonia in the ui-lne is angmented. We mny 
assume that the acid is either formed in excess or is not 
normally utilised and burned. In either case it would unite 
with a base in the body to ba ultimately excreted by the 
urine. Is it not likely that this is what actually occurs ia 
those cases of liver disease in which the ammonia of tbo 
urine is increased? If so, any diminution in area might be 
due to the diversion of the ammonia of the tissues rather 
than to failure of the Hver-cells in their ability to carry oo 
their full production of nrea. I trust I have made clear 
to you the difference between a diminished formation of 
urea owing to this diversion of ammonia and the diminished 
production of urea that may possibly occur because the 
liver-cells have lost their power of effecting a synthesis of 
its constituents. 

But you will naturally object that this interpretation of 
the diminution in urea represents merely a possibility. Is 
there no evidence of a more positive character bearing upon 
the question whether the urea-forming function of the Uvw 
is undisturbed in cases where the excretion of ammonia is 
inci-eased, and that of urea diminished? We are fortunately 
acquainted with obseiTations which have a direct bearin); 
on this question. An enterprising German investigawi, 
Weintraud, did nolhBalts,te to administer anuuoaia to st 
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of hia patients with cirrliosisof the livei' in order to discover 
whether in this condition there is aotually a,a impaired 
capacity to make urea from ammonium salts. It was 
reasoned that it the liver no longer produced lu-ea because 
it could not do so, the ammonium salts would reappear in 
the mine as salts of ammonia. As a matter of fact this was 
not the case ; the ammonia mti'oduced reappeared in the 
urine, not as ammonia but as urea, while the total output of 
nitrogen of ammonia remained as before. You will realise 
that this test was very thoroughly carried out when I tell 
you that in one case as much as 9 grams of ammonia 
was taken. Only in the period of the death agony was there 
observed to be a distinct impairment in the capacity of the 
liver to form urea,. I think the conclusion drawn from these 
esperiments, namely, that the capacity of the cells for urea 
formation cannot be markedly impaired during life, is not 
very far from the truth. 

We have also some intereatmg observatioDs on urea 
formation in acute phosphorus poisoning in man. In a well- 
marked case of acute phosphorus poisoning tiie nitrogen of 
ammonia was reduced from 16'56 per cent, to 6'2 per cent, 
in consequence of the administration of sodium bicarbonate. 
This experiment indicates that the increased excretion of 
anamonia in this instance was dependent merely upon the 
presence of an excess of acid products in the organism. 
Had the ammonia been derived from the impaired synthesis 
power of the liver, the administration of a sodium salt for 
the purpose of supplying the place of ammonia in neutralis- 
ing the acid would not have been followed by a diminution 
in the ammonia output. 

We may now sum up Ijy saying that the liver is a highly 
important seat of urea formation, that the urea excretion 
may be diminished in liver disease while the ammonia is 
correspondingly increased, and that this decrease in the 
elimination and formation of urea is apparently not due to 
failure in the synthetic abilities of the fiver-cells, but to the 
diversion of ammonia for the purpose of neutrahsing acid 

Eroduots which threaten to reduce the alkalescence of the 
lood. It cannot, however, be denied that there exists the 
possibility that, in certain cases of hepatic disease which are 
nearing a fatal termination, the liver-cells lose then- ability 
to make the amount of urea that should be made in health. 
^^ Having now examined the evidence in regard to tha 
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urea-forming ftmction of ihe Hvef in he&lth and disease, 'we 
may take up the considexatian of the liver in its relation to 
other aspects of proteid metaboUBin. It was at one time 
very generally supposed that the liver is largely concerned 
wjtn the formation of iiric acid. This view probably arose 
chiefly from the theory that uric acid is a preouraor of urea 
in the nitrogenous metaboUem of the organism. There is no 
Bubetantial evidence that the liver is concerned in an im- 
portant vray in the formation of uric acid in ths case o! 
mammals. On the contrary, what evidence we have is dis- 
tinctly opposed to this view. In the tii-st place, there are 
numerous obsei-vations which show that in diseases of the 
liver, such as obstructive jaundice, cirrhosis of the liver, 
acute yellow atro{)hy, and acute ^hosphoras poisoning, the 
uric acid excretion either falls within norma! limits or is 
moderately increased. It has also been observed in acute 
yellow atrophy that the administration of thymus gland was 
followed by an increased excretion of nric acid, as in heallli. 
We should hardly expect these results if the liver were the 
chief seat of the formation of uric acid. As I shall explain 
to yon more fully in my nest series of lectures, we now Know 
that uric acid is derived largely from the physiolt^oal 
breaking down of the nuclei of cells — perhaps most largely 
from the leucocytes, but also from the cells of the organism 
generally. Anything, therefore, which actively stimulales 
destructive metabolism in the cells of the body at large is 
followed by an increase in the excretion of nric acid. This 
is doubtless the explanation of the mcreased formation ol 
uric acid in some cases of acute yellow atrophy and acuts 
phosphorus poisoning. A similar increase has been observed 
in dogs after the Eck fistula has been established, and after 
the experimental destruction of portions of the liver through 
the injection of acids into the bile -passages. The liver, 
therefore, cannot play more than a subsidiary role in tho 
production of urio acid in dogs. 

Although they possess no clinical importance, I out 
tempted to mention the observations on the excretion d 
uric acid in ducks and geese which were made by Min- 
kowski after the removal of the liver from these amnwb' 
You know that in most birds the chief nitrogenous escrelofy 
product is uric acid, aud not urea. Perhaps you also kao" 
that in birds a portion of the blood leaving the intestinal area 
passes by way of fea ■ranal vein into the general eircul 
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This faot is important to the investigator because it 
makes it practicable to tie the porta] veiu at its entrance 
to the liver without producing rapid death. Advantage was 
taken of these anatomical conditions to throw the liver out 
of the general circulation by iigating both the portal vein 
and the hepatic artery. Interestingly enough, this elimina- 
tion of liver functions was followed by an enormous diminu- 
tion in the excretion of unc acid and by a, proportionately 
large incvcEbse in niti'ogen of ammonia. The ammonia thus 
excreted was united to lactic acid. These iageniously con- 
ducted experiments furnish us with positive indications that 
in the case of geese and ducks the liver is the chief seat of the 
formation of uric acid. This is probably true for all birds. 

There has been much discussion as to the meaning of 
leucin and tyrosin in the urine in the course of liver disease, 
and it is proper for us to briefly consider the subject here. 
You are aware that these amido-acids have been discovered 
in the urine, chiefly in cases where there is a rapid destruc- 
tion of liver-cells — as, for instance, in acute yellow atrophy of 
the liver. More rarely leucin and tyrosin have been dis- 
covered in the urine of patients suffering from phosphorus 
poisoning. It has also been claimed that these bodies are 
sometimes found in the course of severe typhus and in 
small-pox, but it is not clear that this claim is well sub- 
stantiated. It is certain, however, that the amido-acids are 
sometimes observed in obscure febrile disease, in which acute 
yellow atrophy or phosphorus poisoning is out of the ques- 
tion. Sometimes leucin and tyrosin exist in the urine in 
sufficient amount to separate spontaneously in the well- 
known crystaUine forma ; but, as a rule, it is necessary to 
resort to a special proQedure in order to secure the crystal- 
lisation of these bodies from the urine. 

It is believed that whenever leucin and tyrosin find their 
way to the urine, they exist also in the hver. It is certain 
that in many cases of destructive liver disease, such as acute 
yellow atrophy, the amido-acids are present in surprisingly 
large amounts. How are we to interpret the appearance of 
these bodies in the urine and in the liver? It has been 
asserted that their presence is to be explained on the anp- 
- position that they are no longer oxidised after the hver-ceUs 
have become markedly altered. That the amido-acids are 
altered through splitting and oxidation in the body is a well- 
known (act based on the observation th&t leucin. ftiA Vftosiii 
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absorbed from the gut in considerable amounts 
tected in the urine. Leucin is undoubtedly completely 
in the body, an ammoniam molecule being, pemaps, split off 
and utilised in the synthesis of urea. Similarly, in the case 
of tyrosin, an amido or ammonia group is split off from the 
molecule and utilised in the synthesis of urea. Tyroain, 
however, differs from leucin, as you will remember, in the 
ver^' important respect that it contains an aromatic nuclene. 
This aromatic nucleus is not broken up in the organism. 
It is probably eliminated as a phenol, in combination with 
sulphuric acid, in the form of an ethereal sulphate. Now, 
there is no good reason to believe that the spitting off of Hie 
umido-group from leucin and tyrosiu is a function of the 
liver. At least, wo can say that the experimental exolnaioD 
of the liver from the ciroulation has not been followed hj 
the presence of leucin and tyrosiu in the urine. Moreovar, 
in geese from which the liver has been ramoved the nitrogen 
of the amido-acids reappears in the urine in the form of 
ammonia, which, of course, can only indicate that there an 
other parts of the body than the liver in which the aepark- 
tion of the amido-group from leucin and tyrosin may t^ 
place. We are, therefore, without sufficient reason for re- 
garding the appearance of leucin and tyrosin in the mine 
as an indication that these bodies are not oxidised iu the 
liver in consequence of the impaired oxidative functions of 
this organ. It appears much more probable that the amido- 
acids found in the liver and, to a smaller extent, in the urinB 
in the course of acute yellow atrophy are dependent on the 
breaking down of the liver-cells themselves. There is, of 
course, no reason why the protoplasm of these cells should 
not be decomposed under pathological conditions with n 
yield of leucin and tyrosin, just as these bodies can be oh- 
tained from the breaking down of proteids in the course of 
digestion. That the large yield of leucin and tyrosin in 
the liver depends upon the presence of bacteria is far (rom 
being proved, but seems not improbable. That a certiun 
amount of leucin and tyrosin should find its way into tha 
urine in conditions where these bodies are so largely formed 
in the liver is not at all surprising. In many oases, how- 
ever, leucin and tyrosin are formed in the hver in consider 
able amount, but do not find their way into the urine. Thus 
the absence of these bodies from the urine is no indicaticn 
that great alterations mycie\i\e,i: are not taking place. 
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large amount ot leucin and tjTosin found in the liver in 
some cases o£ acute yellow atrophy appears in itself very 
muoh in favour of the origin of these bodies from the hver- 
cells themselves. The only other eouroe of whicli we uan 
think is the proteid contents of the intestine. 

It is very generally thought that the appearance ot the 
amido-acids in the urine is of grave prognostic eignifioance. 
Probably this is in general true ; but I know of instances ot 
ohacure febrile disease in which these bodies have appeared 
in the urine for several days in succession, and in which the 
patient has made a good recovery. 

You will probably infer from what I have told you that 
the presence ot leucin and tyrosin in the urine ie only rarely 
helpful in diagnosis, and I think the inference is fully 
justified. 

In many instances of liver disease, associated with exten- 
sive destruction of liver-cells, peptone-like bodies have been 
found in the lurine. These substances are probably albu- 
moses. They have been found not only in the urine, but 
also in the liver itself, in some instances in association with 
leucin and tyrosin. We know little ot their significance, 
bnt are justified in suspecting that, like the amido-acids, 
they are products of decomposition of the liver-cella. While 
these substances have been found in the course of acute 
yellow atrophy and phosphorus poisoning, they are by no 
means oonsteintly present in the urine, even in advanced and 
typical eiLamples of these states, 

Let us now consider some of the derangements in the 
glycogenic functions of the liver that occur in the course of 
disease. Unfortunately our knowledge of this subject is by 
no means proportioned to its importance, and I have little 
to tell you that bears in a dii-eot way upon the better under- 
standing and more intelligent treatment of hepatic disease. 

You are of course aware that the liver-cells store the 
carbohydrate which we call glycogen for the uses of the 
organism, much as plants lay by their supply of starch, 
There is, indeed, a close resemolance between glycogen and 
starch, notwithstanding certain gross differences in physical 
properties, as, for instance, that glycogen swells up in oool 
water and passes into a state of partial solution. In 
percentage composition glycogen is the same as starch 
(CgH,aOJ„ but its chemical structure is just as little 
known. Glycogen further resembles the eaiV'g -^iToixyA "aV 



CEEMICAi. PATHOLOGY 

starch digestion, known as eiethro -dextrin in striking a. red 
colour with iodine. Still another point of resemblance lies 
in the fact that both glycogen and starch yield dextrin on 
being decomposed. 

In a previous lecture T mentioned to you the conversion 
of the carbohydrate food-stuffa into glycogen through the 
intermediate stage of glucose formation, and also the dose 
relation between the liver content of glycogen and the 
absorption of carbohydrate food products &om the alimentary 
tract. On a diet rich in carbohydrates the glycogen of the 
liver reaches from 12 to 15 per cent., while in a state of 
starvation it falls to a very low percentage, or may be so 
reduced as to escape detection. The quantity of glycogen 
falls 80 low duiing starvation because the organism is then 
compelled to draw on its carbohydrate reserve. When tbe 
diet contains an abundance of carbohydrate the capacity of 
the liver to store glycogen is soon exhausted, and the glucose 
which finds no room in the cells of this organ passes into 
other structures, and especially into the cells of the muscles, 
which, like those of the liver, convert glucose and sloce 
glycogen, but have a much smaller storage capacity, weight 
for weight, Where the storage capacity of the muscles aa 
well as of the hver has been taxed to the utmost limits, 
sugar appears in the urine, and we have a state of alimentary 
glycosuria. 

The accumulation of glycogen in the liver is subject to 
pathological as well as physiological variations. We know 
nothing of excessive glycogen storage, but are familiar with 
states in which the acoumulation is distinctly diminished. 
Thus in many instances of diabetes the glycogen content of 
the liver is very low, and in phlorhizin diabetes the liver may 
be entirely freed of its carbohydrate. It was long ago 
noticed that after ligation of the common bQe-duct pimotnie 
of the floor of the fourth ventricle no longer leads to glyooe- 
uria, and this obseiTation was explained on the suppoailioo 
that the glycogen of the liver had disappeared. Mora 
recently the interesting fact has been noted that ligadon of 
individual branches of the hepatic duct is followed by dig- 
appearance of the glycogen from the jaundiced portions of 
the Uver which correspond to these individual ligations. It 
is hkely that in human obstructive jaundice there is » 
similar diminution in the hepatic glycogen. 

What inter^etatioa shall we place on this redoed 
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^1 store in tie liver? Are we to look upon it as 
indicating that the liver-cells fail to convert sugar into 
glycogen, or that they fail in the ability to lay by carbo- 
hydrate material? Although this question is one of funda- 
mental interest, it is still involved in obscurity, and I shall 
not consume your time in reviewing the opinious that exist 
with regard to it. I cannot, however, pass without at least 
a reference to the influence of the neiTOUs system upon the 
glycogenic functions of the liver. The physiologist Claude 
Bernard showed by his classical espenments that certain 
lesions of the central nervous system, especially puncture in 
the floor of the fourth ventricle, near the vaso-motor centre, 
are followed hy glycosuria. His esplanation of this remark- 
able phenomenon was that the nervous injury leads to an 
undidy rapid transformation into sugar of the glycogen laid 
up in the hver, and that this rapid transformation so con- 
siderably increases the percentage of sugar in the blood of 
the hepatic veins, and consequently in the blood generally, 
that a part of the sugar finds its way into the urine. That 
the glycosuria in puncture diabetes really arises from the 
liver glycogen is indicated by the fact that it this glycogen 
be removed thi-ough prolonged starvation injury to the central 
nervous system is no longer followed by the appearance 
of sugar in the mine. We have no satisfactory explanation 
of the way in which injury to the central nervous system 
brings about the derangements in Uver function. It has 
been conjectured that the disturbance of hepatic function 
depends on deranged ciixiulation in the hver following stimu- 
lation of the vaso-motor centre, and that defective oxygena- 
tion of the blood in the liver, due to stasis, may act on the 
liver-eella in such a way as to stimulate them to excessive 
metabolic activity. Whatever may be the real explanation 
of pnnctnre diaoetes, the facl that lesions of the central 
nervous system are sometimes causes of glycosuria is in- 
disputable. 

After what I have said of the diminution in glycogen 
that is found in tiie liver-cells after experimental obstruction 
to the common bile-duct, one would be justified in expecting 
that persons with jaundice should be less capable of storing 
glycogen in the liver than normal individuals, and one might 
further suppose that this disturbance in glycogenic function 
would show itself in a ready appeariince of sugar in the 
urine after the ingestion of large amounts ot ca^ctio'&.'jir'a.'ya 
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food. There are, indeed, inveatigatora who claim that such 
an alimentary glyoosuria is more readily brought about ia 
paiienta with jaundice, with cirrhosis of the liver, and other 
forma of hepatic disease, than in persons who are in normal 
health. But the facts neither bear out our theoretical con- 
ceptions of what ought to take place if we transfer the 
results of animal experiments to human beings, nor do they 
bear out the clinical claims which I have just mentioned, 
A careful study of the question shows that glycosuria is only 
an occasional occurrence in patients with well-marked 
functional and structural derangements of the liver-cells. 
And we are justified in saying that patients with jaundice 
and with well-marked stmctural diseases of the liver, not 
merely digest and absorb carbohydrates like healthy indivi- 
duals, but seem capable of storing them in the liver or else- 
where as in health. This is a fact of considerable practical 
importance to you as physicians, for it gives a clear 
therapeutic indication for the diet of patients with hepatic 
disease. 

We come now to the examination of what ia surely one 
of the most important and interesting functions of the liver 
— namely, its action as a detoxioatmg or antitoxic organ. 
It is by means of this detoxicating function of the hver thai 
toxic substances entering the organ through the portal vein 
or the hepatic artery are converted into bodies which are 
less toxic or are wholly destroyed, by oxidations and decom- 
positions, or are simply taken up by the liver-cells and 
temporarily stored. Although this detoxicating action of 
the liver has been the subject of numerous investigatiooB 
during the past forty years, we have still very much to 
learn, not merely as regards the chemical nature of the 
processes involved, but also as to the real facia relating to 
the efficiency of the liver as an agent in destroying or modi- 
fying different aorta of poisons. 

What I have to tell you about the liver as a protective 
agent against poison is based chiefly on two kinds of evidence : 
Urat, the evidence that various poisons suffer a diminutioD 
in activity during their passage through the liver : ami 
second, the evidence that structural or functional damage to 
the hepatic cells leads to an accumulation in the body of 
toxic substances, which under normal conditions we 
rendered harmless through the agency of these cells. 

The earliest oVwervsitiona on the antitoxic functions ot (i 
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livar relate to nicotine. It was found by Heger that nico- 
tine added to the portal blood of an experimeota! cii'culation 
through the liver very soon disappeara. Similar experiments 
with hyoscyamine, strychnine, morphine, and quinine 
showed that these vegetable alkaloids are in part retained 
in the liver. Later experiments gave confirmation to these 
results, and it is maintained that these alkaloids are not 
merely held by the liver-cells, but auifer a change in chemical 
composition, by which they lose their toxic character. 

In the ease of the metallic poisons we know that the 
liver acts as an important place of storage. Many metals 
and metalloids, including copper, lead, tin, mercury, man- 
ganese, antimony, iron, silver, zinc, and iodine, are held by 
the liver-cells, sometimes for long peiiods of time. It is not 
likely that these elements are retained as metals, but it is 
not clear in what combinations they exist. It may be that 
some of these substances are beld in the cells in the form of 
oxides developed under the oxidative action of the hepatic 
cells, or it may be that the metals enter into a combination 
with the protoplasm of the cells. The deposit of these 
elements in the liver, when the portal of entiy is the diges- 
tive tract, serves to screen other organs from the injurious 
effects of their presence. It is improbable, however, that 
this action of the liver is wholly a mechanical one, for it 
seems hkely that the retention of the elements mentioned is 
associated, at least in some instances, with the formation of 
new compounds into which the cell protoplasm enters m 
some manner still unknown to us. 

While it is, of course, very desirable that we should be 
informed in regard to the action of the liver upon poisons 
which, like those I have just mentioned, are often employed 
as therapeutic agents, it seems to me that a greater interest 
attaches to the fate of toxic substances that are formed 
within the organism as the result of digestive, metabolic, or 
bacterial activities. Even in health toxic materials are 
constantly being formed in the organism as the result of 
these activities, and it behoves us to inquire what disposition 
is made of them. 

Of the substances formed in the digestive tract during 
digestion may be mentioned indol and phenol, aromatic 
b<^ies resulting mainly from bacterial action. I have already 
ipoken to you of the origin of these bodies in connection 
■" our study of putrefactive processes. 1 am aWve Xa X^i. 
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you some things about the relatdon of the liver to thsse 
bodies, bectiuBe of esperiments recently made in my 
laboratory. The object of these experiments was to deter- 
mine whether the liver-cells posaeas any action in protecting 
the organism, and especially the central nervous system, 
[rom the inJuriouB inSuence of these aromatic substances. 
In one set of observations the organs of healthy rabbits were 
quickly removed after bleeding nearly to the point of death. 
Definite quantities of the Hver and other organs were 
chopped to a fine pulp, and tlien allowed to stand in the 
most intimate contact with measured solutions of phenol or 
indol of known strength. At the ends of various periods of 
time the mixture of organ pulp and solution was subjected 
to distillation, and the distillate employed to discover the 
quantity of phenol or indol recoverable from the original 
solution. It was found that the different organ pulps 
possess in different degrees the power of causing disap- 
pearance of the phenol or indol with which they are 
brought in relation. In the case of phenol the liver in 
every instance showed greater activity in disposing of this 
substance than the kidney, the muscle, the brain, or the 
blood. Only the epitheUa of the intestinal tract gave results 
comparable with those obtained in the case of the liver. 
Similar results were obtained from the experiments with 
indol. It was further obaeiTed that it is possible to impair 
this activity of the liver-cells in some degree by subieotiog 
the experimental animal to various pathological conditioDS. 
Especially noticeable was the reduced activity which was 
brought on by jirolonged antesthesia by chloroform or ether. 
But it was not found possible to bring about a great reduction 
in these cell activities by means of any form of damage 
inflicted during life. 

A second series of eiperiments upon phenol and indol 
was carried out through the use of intravenous infusions of 
these substances in solution. Usually the injections were 
made until tlie animal showed definite nervous symptoms, 
such as fibrillary or clonic spasm, increased reflexes, anJ 
pupillary changes. The animals were killed promptly and 
definite weights of the liver, kidney, muaole, brain, and 
blood were subjected to distillation. By means of colour- 
tests carried on with the distillates it was posbible to form 
an estimate of the quantity of phenol or indol existing in the 
di'fferent tissues at l.'be Vma ot death or very shortly ai 
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In the case of indol it was foimd in a very large proportion 
of eases that the liver yielded more colour than any other 
tissue. This striking result can hardly be accounted for 
except on the ground that the liver ia more active than any 
other tissue in removing indol from the blood. There 
certainly is no reason to think the liver less active than any 
other tissue if we can be guided by the results of the 
contact experiments which I deBcribGd to you a few minutes 
ago. The ability of the liver to dispose of the indol stored 
up in the liver-cells at the end of the infusion is illustrated 
by the fact that if the animal be permitted to hve until the 
lapse of twenty or thirty minutes the quantity of iadol which 
is present as such in the hver-cella ia no gi'eater than that 
found in other organs. 

That the liver-cells take up phenol and indol from the 
blood in considerable quantity and hold them in a trans- 
formed state appears to be shown by these experiments and 
by others which I am unable to describe for you here. I 
think we are fully justififid in saying that the liver exerts an 
important protective action in regard to these anhstances, 
which, as you will recall, are capable of irritating the central 
nervous system to over-action when present in excessive 
amounts in the blood. What is true of phenol and indol 
among aromatic derivatives of proteid putrefaction is very 
probably true of other more or less toxic aromatic bodies 
with which we are less well acquainted. 

A detoxicating action on the part of the hver-cella baa 
been shown to exist for another class of bacterial poisons, 
namely, the specific toxic proteida formed by pa&ogenie 
micro-organisms, Thus it was found that when extracts of 
typhoid bacilh were injected into the branches of the portal 
vein there appeared to be a distinct reduction in the toxic 
properties of these extracts. Again, experiments with the 
m indicate that the hver-oells are the most active 



bacillus pyocyaneus are distinctly less toxic when introduced 
in the portal system than when put into the general 
circulation, 

I have now given you a auJBcient number of examples of 

the detoxicating action of the liver to illustrate the variety of 

poisons that fall within its inflaence. It would not be 

^^^^cult to multipy these examples were it. dewtaHe 'to ici ■«). 
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It Appears to me more important that I ebould try to answer 
s, anestioa which I am sure has ali'eady arisen in your minds : 
Wnat is the natmre of the activity by which the Uver-cella 
exert their protective influence against poisons ? By what 
chemicftl or physical processes do the hepatic cells act on 
poisons so different as the alkaloids, the heavy metals, the 
aromatic products of putrefaction, and the bacterial tosina? 
Although I am unable to answer this question fully, I can at 
least give you a notion of some of tbe processes involved in 
detoxications by tbe liver. Perhaps you recall what I told 
you about oxidation, synthesis, and methylation in our talk 
about the chemical defences of the organism against disease. 
If so you will better understand what I have to tell you now. 

¥ou will remember that I tried to explain to you tbe 
immense importance of the oxidative processes that go on in 
the organism at large in the tissue cells. Now the liver is 
probably the seat of tbe most intense oxidative processes 
that go on in tbe body, and these physiological processes of 
oxidation are tm-ned to account in dealing with poisons. Thus 
the same processes of oxidation which enable the Uver-oella 
to bum to carbonic acid and water the citric, malic, tartaric 
acids, &c., which they receive from the intestine in conditions 
of health enable them to oxidise and decompose alcohol, 
acetic acid, and many other organic substances of the fatty 
acid series which are capable of exerting distinctly poisonous 
activities when present in the intestine in considerable 
amount, In tbe case of which 1 have just been speaking 
the process of oxidation is associated with or followed by 
decompositions which may lead to the complete oxidation ol 
tbe toxic bodies to carbonic acid and water. Oxidations 
frequently take place, however, which do not lead to decom- 
position. For example, the heavy metals like lead and 
arsenic probably undergo simple oxidation, and are then 
stored in the liver-cells, sometimes during very long periods 
of time. It is, of course, obvious that in cases of this sort 
any decomposition is out of tbe question. In the case oi 
inaol an oxidation takes place by which the indol is convened 
into the radical indoxyl. A decomposition involving the 
benzene nucleus which exists in aromatic compounds is un- 
likely, as I have already explained to you that the human 
organism is ordinarily incapable of disrupting the carbon 
atoms linked together in tbe benzene ring. 

The oxidation oi md^ol to the radical indoxyl is mffl 
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one step in the process of protecting the organiam e 
the tosic activities of this aromatic body. This stage ol 
oxidation is immediately followed by a stage of synthesis in 
which the indosyl radical combines with sulphmio acid 
given off from the cells with the fonnation of indoxyl 
potassimn sulphate. Now, as I have already told you, this 
compound is distinctly leas tosic than indol, from which the 
body thus protects itself. Synthetic processes of this kind, 
canied on by the liver-ceUg, are exceedingly important as 
agents in detoxication. Phenol or carbolic acid undergoes 
a synthesis with sulphm-ic acid like that which occurs in the 
case of indol, except that the antecedent process of oxidation 
is supposed to be left out in this case. I told you a few 
minutes ago that both indol and phenol disappear to some 
extent when their solutions are brought into contact with 
fresh li^'er-pulp. When I say these aromatic bodies disappear 
as the result of such contact I mean that we are no longer 
able to recover them in full amount if we practise distillation 
of the liver-pulps. If they were present in the form of indol 
or phenol, they would, of course, distil over. The fact that 
a certain quantity of these aromatic substances is held by 
the hver indicates that some transformation has taken place 
in the cells of this organ. The nature o£ this trans- 
formation is quite unknown to us. I suspect that it is in 
the nature of a temporary combination with the protoplasm 
of the liver-cells, and does not involve any marked trans- 
formation in these bodies. My reason for thinking this is 
chiefly the fact thai, if we inject phenol or indol into the 
organism we recover these bodies completely although in 
combination with sulphuric acid. It they suffered any marked 
chemical change during their sojourn in the liver -cells, we 
could hardly expect this to be the case. I am perhaps 
taking you into a Uttle deeper water than is absolutely 
necessary when I enter into discussions of this kind. My 
excuse for doing so is that (acts of the kind I am telling you 
certainly help us to understand a little more clearly the 
admirable processes by which tbe organism is capable of 
bringing about the detoxication of aromatic aubstitnces and 
possibly also of substances not belonging to this clasa. I do 
not suppose that I need to dwell on the aimificance of the 
liver-cells bein^ capable of temporarily holding such bodies 
as phenol and indol from the general circulation during the 
time which is required to bring about a complete 0011^1^^13^ 
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with sulphuric or other aoids. During this sojouru in the 
liver the nervous sj-atem ia protected from injury. Another 
important synthetic activity of the liver-cells relates to the 
formation of urea fi*om ammonia and carbonic acid, a. 
function to which I have already made sufficient reterencc. 
Still another synthetic activity is that by which the methyl 
group, CH3, entena into the composition of various bodies, 
as, tor example, in the change from indol to methylindol or 
skatol, and the change from glycocoU to methyl glyoocoll or 
sarcosin. To what extent these changes are antitoxic and to 
what extent they are carried on in the liver is at present un- 
certain. I refer to this subject of metbylation merely 
because it is probably a further example of the varied 
functional activity of the liver-cells. 

It has been thought that some of the alkaloidal bodies 
are merely held temporarily in the liver-cells without under- 
going chemical transformation. You can see that even 
a temporary sojourn on the part of poisonous alkaloids in 
the liver-cells would be highly beneficial to the organism by 
the gain in time, which would, of course, enable the nervous 
system to better withstand any dangerous toxic effect. But 
I am inclined to think that, in many instances at least, an 
actual chemical transformation takes place which is de- 
stractive to the toxic properties of the alkaloids. There is 
experimental evidence that this is the case with byoscyamin. 

I have told you something in another connection about 
the supposed nature of the antitoxin formation which occurs 
in response to the stimulus of certain bacterial poisons. It 
is probable that the liver-cells play an important part in the 
manufacture of some antitoxic substances ; but beyond what 
I have already told you aa to the nature of the antitoxin 
formation I have nothing to say on this subject. 

There is one point in connection with oar discussion of 
the detoxicating activitiea of the hver to which I must 
especially direct your attention. It is that we are not justi- 
fied in regai'ding these functional activities as being in any 
sense specific towards foreign poisons. The protective action 
is rather to be regarded aa being merely the expression of 
physiological activities turned to account for an unusual 
purpose. Thus the processes of oxidation, of methylation, 
and of synthesis, which are so effectively employed in deal- 
ing with toxic substances foreign to the organism, are the 
same agencies that the OTganism employs constantly in 
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dealing with toxic bodies formed in health, as the result 
of digestive and metabolic activities. I wish also to re- 
mind you that where poisons are able to act upon the 
liver-cells in sufficient concentration the tax upon these 
cells often exceeds physiological limits and leads to struc- 
tural damage in the cells. The precise character of tlie 
damage varies, to some extent, according to the nature of 
the poison. Most frequently it consists in fatty or albuminoid 
degeneration of the liver-oells. 

While we have still very much to learu as to the chemical 
character of the processes involved in some of the detosi- 
cating activities of the liver, we have, at least, the satisfac- 
tion of feeling certain that this organ is concerned in varioua 
ways with the revision of the composition of the blood flow- 
ing through the portal vein and through the hepatic artery. 
It would be an error to imagine that the hver is the only 
organ capable of cariying on important processes of detoxi- 
cation, and I trust I have not given you this impression 
while speaking with such especial reference to this organ. 
It is, of course, possible that some of these protective activi- 
ties ai'e possessed by the liver exclusively, but there is no 
proof that this is so. There is no doubt that the cells of the 
muscles, of the kidneys, and of the spleen and the epithelial 
cells of the digestive tract are capable of carrying on many 
antitoxic functions of the same nature as those which I 
have described for the liver. But the hver, nevertheless, 
occupies a unique position among the structures adapted 
to protect the organism against the effects of poison. In the 
first place, its cells are more active than any others in the 
body in neutrahsing the effects of certain poisons, such as 
phenol and indol, and it is not unlikely that this superiority 
extends to other substances. Secondly, the liver in so large 
that the quantitative efficiency of the organ must be very 
great. Lastly, the liver occupies a remarkable position in 
being so placed that it receives the blood from the intestinal 
area containing many products of digestion unlit for t.he 
general circulation. Among these bodies are ammonia, 
phenol, indol, and, probably, albumoses and peptone. This 
position, as the sentry of the systemic circulation, is in itself 
suggestive of important functions in the revision of the 
composition of the blood, and, as I have already pointed 
out to you, this idea is certainly supported by espenmental 
evidence. 
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I canuot leave the subjeci of tlie protective funotions of 
the liver without at leiisB a reference to the aotiou of this 
organ upon bacteria. This action appears to be of two 
kinds. First, there is the destruction of micro-organisms 
by the inclusive and phagocytic action of the endothelial 
cells of the capillaries of the hver and of the leucocytes in 
the hepatic blood-vessels. Of course the phagocytosis by 
leucoevtes is a property of the blood rather than of the 
liver, but I refer to it because it is thought to occur actively 
in the hepatic circulation. This retention of dead or injured 
microHDrganisms within the liver has been noticed in the case 
of many pathogenic and non- pathogenic bacteria. Secondly, 
the liver acts through the agency of the bile as an eliminative 
channel for bacteria, There has been some discussion as to 
whether bacteria find their way from the blood -capillaries to 
the bile -capillaries without first injuring the intervening 
structures. That these structures may suffer in the corurse 
of the bacterial transit ie certain ; but it is likely that the 
elimination of some micro-organisms occurs physiologically 
and without inflicting appreciable damage. That the elimi- 
nation occurs rapidly is ^own by experiments in which the 
staphylococcus pyogenes aureus reappeared in the bile 
thirteen minutes after injection into a vein. 

I now invite your attention to the consideration o£ the 
evidence that toxic substances accumulate in the blood and 
elsewhere when the functions of the liver arc wholly or 
partially ehminated, either experimentally or thi-ough the 
agency of extensive disease of the liver-cells. I have already 
mentioned to you that when tlie portal blood is diverted 
from the liver after the establishment of an Bck fistula the 
animals soon die with the distinct indications of a tossemia 
^that ia to say, with marked prosti-ation, convulsions, and 
■ coma. That these symptoms are dne to the presence of an 
ammonium compound in the blood is iii the highest degree 
pi'obable. This is as much as we are justified in saying. 
We do not know in what form the ammonia exists in the 
blood under these conditions. Neither can we feel certain 
that other substances do not contribute to bring about the 
fatal toxEBmia. 

I regret to say that having told you of the tosfemia 
following the Eck fistula I have told you all tlmt is at present 
positively known about intoxication due to failure in nepotin 
^notions. In d\&eQ.se ol the Uver associated with advaaotti 
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Pwid extensive damage to the liver-cells there is frequently 
an increased excretion ot ammonia, but it is doubtful whether 
the slightly increased ammonia content of the blood is 
responsible for clinical manifestations. 

Notwithstanding our very Lmited knowledge concerning 
the accumulation of toxic substances in the blood in com- 
plete or partial failure of hepatic functions, much- has been 
written to prove that such toxtemias exist. The evidence 
in support of this view consists chiefly of the experimental 
results obtained by certain Ereiich writers who practised 
intravenous infusions of urine into rabbits and other animals. 
It is claimed by these writers that by means of their method 
of study it is possible to detect variations in the toxio pro- 
perties of the urine which are significant of disease, 'flms 
one writer reports an increase of urinary toxicity in numerous 
instances of catarrhal jaundice, chololithiasis, and atrophic 
and hypertrophic cu-rhosis. Others find an increased toxicity 
of the urine in carcinoma and in tuhereuloaie of the Uver. 
I could multiply examples of results obtained by this 
method of intravenous infusions of human urine in hepatic 
and other forms of disease, but should be wasting both your 
time and mine were I to do so. The truth is that this 
mode of experimentation as hitherto practised is so untrust- 
worthy that it is outside the pale of scientihc methods. I 
should hke very much to enter on a full discussion of this 
question with you, but the time at om- disposal does n»t 
permit me to do so. There are, however, certain facts in 
this connection which it is important for you to know. The 
human urine in healtli is quite highly toxic when infused 
into the circulation of rabbits. After the introduction of a 
quantity vai"ying from 20 to 76 c.c. per kilo, of rabbit the 
animal develops dyspncea, fibrillary twitchinga, tonic and 
clonic convulsions, and soon dies. The death of the animal 
appeal's to be caused in a very large degree by the presence 
of the inorganic salts of the urine, especially the chloride of 
potassium and salts of ammonium. There are other toxic 
bodies in the normal human urine, but they probably play a 
comparatively insignificant part. Physical conditions have 
also to he taken into account in a consideration of the 
factors contributing to the toxicity of the urine. The degree 
of concentration of the urine is of the utmost importance. 
The volume of fluid is also a factor. Now in order to feel 
oertain that a urine contains aubstaacea ol ^ti (yc^-«v(^ 
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g aa to the chemical nature of shght tosfflmic con- 
"ent on failure of the aatitoxic liver functions. 
i not allow me to give you the impression that the 
ihed functional capacity of the liver in neutralising 
■ i a matter of slight importance to the organism in 
e of structural liver disease. Although we do not 
N the effects are brought about, clinical observation 
B that many of the victims of chronic hepatic disease 
tg the liver-cells are liable to eutfef from headache, 
a of spirits, undue fatigue, nervousness. &c., when- 
commit slight indiscretions in diet. The rapidity 
bloh Buoh symptons disappear when the diet is suit- 
■trioted in quantity and kind at least suggests that 
^ffoved clinical condition is connected with a more 
3 transformation of toxic sabstances by the liver- 
Ik vrill not often be called upon to treat patients suffer- 
11 acute disease of the hver, which, like acute yellow 
i and the acute degeneration of phosphorus poison- 
f accompanied by rapid cell destruction. Perhaps it 
mat« that this is the case, since we are ahnost helpless 
jflie presence of conditions like these. The case is very 
Ibrent vrith the common chronic diseases of the liver asso- 
ttod with slow cell destruction. In a general practice you 
11 meet with many eases of cirrhosis of the liver and of 
a.y degeneration of the liver, and you can do much by 
jfBghtful treatment to beoefit these patients. You know 
H many cases of cirrhosis of the Hver appear to be 
BBndent ou the excessive use of alcohol. Probably the 
lOhol acts in part directly on the liver-cells, but it is almost 
nain that it acts also by setting up chronic gastiitis. Aa 
(fcflauU of this chronic gastritis or gastro-enteritis toxic 
pstances formed in the digestive tract reach the hver, and 
I Iha course of time occasion serious alterations in its cells. 
hfira is also good reason to think that chronic gastritis 
bm any cause is capable of inducing degenerative altera- 
uiB in the hver, perhaps with an overgrowth in connective 
Wie. Fatty livers ariseundersimilarconditions. Alcohol 
mrtainly an important cause of fatty changes in the Uver, 
" 'his is true of both acute and chronic gastro-enteritis. 
»juung children fatty livers are common sequela to severe 
BKro- enteritis. We do not know the precise conditions of 
» digestive derangement which lead to tha l^ttr^ \iNft,t »«. 
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nature, which render it distinctly more toxic or distinotly 
less toxic than normal, it would be necessary for us to know 
at least the exact composition of the urine as regai'ds its 
mineral constituents. This, however, was never determined 
in the experiments of which I just spoke to you, and we 
cannot feel sure that the supposed variations from the 
normal have not been dependent on phyaiologioal variatiouB 
in the content of inorganic salts. You can see how little 
scientific value such results as these must possess in the 
presence of such a possibility as this. Even if it could be 
shown definitely that the urine is more toxic than normal 
in certain diseases of the liver, owing to the presence of 
organic poisons, we should not be greatly enlightened, for 
we should still be wanting in our knowledge of the nature 
of the toxic bodies. It seems to me that we cannot apeak 
positively of the presence of toxsemias in hepatic disease 
until we have succeeded in isolating the subst-ances con- 
cerned in such toxfflmias, and have familiarised ourselves 
with the nature of their physiological action. 

Thus the facts which I have now brought to youi' notice 
indicate that while the liver plays an important rdle as a 
detoxicating agent there la no substantial evidence that 
well-defined tossBmic states arise from auch defects in liver 
functionsasare occasioned by chronic hepatic disease. It can 
at least be said that the cells of the liver are often extensively 
and markedly altered, aa in atrophic cirrhosis, without the 
presence of any evidences of a well-defined toxemia. This 
may be accounted for partly on the ground that the liver is 
normally capable of doing much more work of an antitoxic 
nature than is ordinaiily imposed on it, Another important 
consideration is the fact that the cells of other organs are 
doubtless capable of compensating in a considerable degree 
for the falling off in the detoxicating processes of the liver. 
The muscles probably have a decided influence in effecting 
auch compensations, and the kidneys aid by the rapid 
elimination of excretory elements of the blood which may be 
formed in excess. The increased work imposed iipon the 
muscles, kidneys, and other structures under these con- 
ditions may perhaps be the cause of distinct impairment of 
health in the eoiirse of hepatic disease. We are, however, 
much in the dark a-^ to this subject, and I have no esta- 
blished facts of importance to bring to your notice in this 
relation. It is possible that in time we shall find c 
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something as to the chemical nature of slight tosiemic con- 
ditions dependent on failure of the antitoxic hver functions. 

Do not allow me to give you the impression that the 
diminished functional capacity of the liver in neutralising 
poisons is a matter of slight importance to the organisna in 
the course of structural liver disease. Although we do not 
know how the effects are brought about, chnioal observation 
shows U9 that many of the victims of chronic hepatic disease 
involving the Uver-cells are liable to suffer from headache, 
depression of spirits, undue fatigue, nervousness, &c., when- 
ever they commit slight indiscretions in diet. The rapidity 
with which such symptons disappear when the diet is suit- 
ably restricted in quantity and kind at least suggests that 
the improved chnical condition is connected with a more 
adequate transformation of toxic substances by the hver- 
oells. 

You will not often be called upon to treat patients suffer- 
ing from acute disease of the hver, which, like acute yellow 
atrophy and the acute degeneration of phosphorus poison- 
ing, are accompanied by rapid cell destruction. Perhaps it 
is fortunate that this is the case, since we are almost helpless 
in the presence of conditions like these. The oaae is very 
different with the common chronic diseases of the liver asso- 
ciated with slow cell destruction. In a general practice you 
will meet with many cases of cirrhosis of the liver and of 
fatty degeneration of the liver, and you can do much by 
thoughtful treatment to benefit these patients. You know 
that many cases of cirrhosis of the hver appear to be 
dependent on the excessive use of alcohol Probably the 
alcohol acts in part directly on the Hver-cells, but it is almost 
certain that it acts also by setting up clu'onic gastritis. As 
a result of this clu'onic gastritis or gastro- enteritis toxic 
substances formed in the digestive tract reach the hver, and 
in the course of time occasion serious alterations in its cells. 
There is also good reason to think that chronic gastritis 
from any cause is capable of inducing degenerative altera- 
tions in the hver, perhaps with an overgrowth in connective 
tissue. Fatty hvers arise under similar conditions. Alcohol 
is certainly an important cause of fatty changes in the Hver, 
and this is ti-ue of both acute aud cMonio gastro -enteritis, 
In young children fatty livers are common sequels to severe 
gastro enteritis. We do not know the precise conditions of 
the digestive derangement which lead to the fatty liver as 
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distinguished from the cirrhotio liver. Very often, as you 
are aware, the cirrhotic and fatty chaagee are combined. 

Tou may aek, How are we to recognise the existence of 
cirrhotic or fatty degeneration of the liver ? The diagnosis 
of cirrhosis is clear enough when the stage of obstructive 
portal circulation is reached, and we have aeciles, splenic 
enlargement, ka. But cirrhotic changes occur long before 
this condition is reached, and the most advanced fatty livers 
give rise to no appreciable disturbance in the porta! circula- 
tion. Sometimes a change in the size of the liver helps iis 
in the diagnosis of atrophic cirrhosis, but frequently the 
percussion boundaries are quite normal. We are justified, 1 
think, in suspecting the presence of a cirrhotic or fatty liver 
in every case of long-standing chronic gastritis, accompanied 
by persistent and marked leas of weight and strength, and 
by the ready production of headache, mental depression, 
&!., by food of such quahty and quantity as occasions no 
disturbance in normal persons. Where gastric dilatation 
exists this syndrome is much less significant, A history of 
marked alcoholism or of syphilis under these ciicumstances 
favours the diagnosis of cirrhosis. 

Some disturbances of digestion play so imporlant a part 
in the production of chronic diseases of the liver that ^ey 
demand the closest attention in any plan of treatment. 
Whatever favours the persistence of chronic gastro-enteritis 
indirectly favours the development of degenerative changes 
in the liver-cells. You must therefore conscientiously devote 
your attention to bringing about a subsidence in the gastro- 
enteric disturbance which almost regularly exists in persons 
with cirrhotic or fatty livers. I need not repeat what I have 
already said about the treatment of gastritis, but will speak 
of some points in connection with the diet of hepatic patients 
which seem worthy of mention. The glycogenic function of 
the liver appears to be little disturbed even in advanced 
cirrhosis. One would therefore expect that carbohydrate 
foods should be well tolerated. Clinical observations show 
that this is actually the oase so long as we guard against 
the evils of excessive fermentation, 

What are the theoretical indications in regard to the use 
of fat in disease of the liver-cells? The hver-cells in 
cirrhotio as well as in fatty Uvers contain a considerable 
excess of fat, and this excess is probably due to distinct 
impairment in the oxidative processes carried on b; the 
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Is, fat being more difficult to burn than any 
form of food. It would therefore aeem wise not to 
burden the organism with the task of utilising a con- 
siderable amount of fat. We find in practice that it is 
best to allow our patients with chronic hepatic diaease 
only a moderate quantity of fiitt.y food. A certain amount 
of proteid is essential to replace cell-waste, and this our 
patients must have. In health people usually eat more 
proteid food than is required, and thin excessive use of 
proteid must be avoided because it leads to unnecessary 
work in the production of urea, an activity carried on largely 
in the liver. Is there any choice in the character of the 
proteid food to be used by the subjects of chronic hepatic 
disease ? It seejiis to me that the proteids of milk possess 
many advantages over those of meat On this subject I 
have already spoken at considerable length. In this con- 
nection, however, I may remind you that the small yield of 
putrefactive products from casein in intestinal digestion is 
one of the advantages of a milk diet in cases where we wish 
to spare the liver unnecessary work in the processes of 
detosioation. Another advantage of milk is the small yield 
of ammonium in the digestion of thu jnilk proteids. On a 
meat diet the portal blood haa been shown to contain a 
much higher percentage of ammoniom than on a diet of 
milk. This aluneotarj' ammonium has to be converted into 
urea, and this conversion, as I have already mentioned to 
you, appears to occur exclusively in the liver. The synthesis 
of ammonia of alimentary origin may impose a considerable 
burden on the liver if we permit the free use of meat. Very 
much of this work may be spared by using proteids in the 
form in which they occur in milk. You understand, of 
course, that the synthesis of urea, from the ammonia derived 
from cell metabolism throughout the body, is in no wise 
effected by the quantity of ammonia that reaches the liver 
from the alimentary tract. We can minimise this work of 
urea formation from the ammonia of cell metabolism by 
giving our patients an abundance of carbohydrate food, but 
a. certain amount of urea production is essential to the 
maintenance of hfe. The point I am making in connection 
with the diet of chronic hepatic disease is that we should 
spare the Uver unnecessary work in making urea from 
ammonia of ahmentary origin. You accomphsh this by 
giving proteid chiefly in the form of milk and by restricting 
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the use of me&t proteid. ObservEition at the bedside indicates 
tha,t patients with cirrhosis of the liver do better on milli 
proteids than on proteids of meat. Thus yon see that a 
diet consisting very largely of carbohydrates and of milk is 
especially indicated in the class of patients ive are discussing, 
and it is a aatisfaclion to note how cIobg is the agreemeot 
between the theoretical and the practical indications for the 
selection of a dietary. 

Many patients with cirrhosis of the liver show increasing 
impairment of nutrition after the onset of ascites. One is 
often compelled to resort to repeated tapping for the removal 
of the ascitic fluid. Fortunately surgical ingenuity has 
devised a method for the relief of the obstructed portal 
circulation which, though not fully tested, promises well, and 
has already caused the subsidence or disappearance of ascites 
in a number of instances of cirrhosis. The operation has for 
its object the establishment of other channels than the over* 
crowded portal system for the return of the blood frorh the 
intestine. There is every reason to think that if we can 
overcome the mechanical difficulties which find expression 
in aaeites the lives of patients with cirrhosis of the liver may 
be indefinitely prolonged, since under good hygienic condi- 
tions the functions of the damaged hepatic cells are sus- 
ceptible of extensive compensation. 
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LECTURE XII 

DIABETES 



Diabetes aa a paneteaiia diEease — Alimentar; gljcoaaria — Doctrine of 
renal diabetes— Phlorhiiin gljcosuria— Diflarence in Engor-coiitent 
of blood in phlorhizin glyooBuria and human diabetes — Difficulties 
in sBtiniating the sugar of the blood — Jecorin — Cause of bypei- 
gljoiemiii — Evidence against OTer-production of sugar — Diminished 
combuation of sugar ; h^'potheeoa — Glycuronic aoid — ESeots of 
complete extirpation of pancreas — Evidence rejjarding existence of u 
gljcolytio ferment— HeUtion ol (be pancreas to liuman dlabetea— 
The ' islands of LBngerbona ' — Diabetes conneoted witb detective 
storage o( glycogen— Glycosuria after injuries to the head — Efieets 
of lOGB ol sugar in diabetes — Loss in weight and streDgth— Folyoriu 
and thirst — Otbet symptoms connected with glycosuria — Lipumia — 
Cataract— Effects of hyperglyofemia — Acid intoiication in diabetes 
— Eieretion of S-osybu^ie acid — Iniluance of aeid on the removal 
of alliali — Supply of ammonia — Excretion of antmonio — Excretioa 
of other basea—Beductioc in alkalesoence of the blood— Diabetic 
coma— Its dependence on acid intoxication — Other effeots of wilh- 
drawal of alkali — Origin and chemioal relations of the organic acids 
^Summary— Hypotheses of intestinal origin of diabetes— Co ndilione 
influencing prognosis — Treatment. 

I WISH to speak to-day of a, highly important consequence 
of pancreatic diseaae — namely, the condition known as 
diabetes mellitus. Ten years ago the facts known to ns 
hardly sufficed to justify one in classifying human diabetes 
as a pancreatic disease ; to-day it is clear that in many 
instances of diabetes in man there is an intimate and peculiai 
relation between the appearance of sugar in the urine and 
the condition of the pancreatic gland. It is indeed possible 
that a clerangement of pancreatic function is at least a faotor 
in every case of true diabetes. The pancreatic function 
which stands in so closo a relation to diabetes is apparently 
quite distinct from that which is oonoerned with the pro- 
duction of the pancreatic juice, and which we have already 
discussed in connection with intestinal digestion. 
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Diabetes is a disease of nutrition cbarocteiiGed by the 
peraiatent occurrence of glucose in the urine, even when the 
patient is on an ordinary mixed diet containing only a, fair 
allowance of carbohydrates. The mere presence of sugar in 
the uiine does not, of course, constitute diabetes ; for, as you 
are probably aware, sugar may appear in the mine of 
normal persons when an escesaive quantity of sugar or 
other carbohydrate material is taken with the food. To 
this appearance of sugar in the uriue, owing to eaibohydrate 
excesses in diet, the term ' alimentary glycosuria ' is applied. 
It is important to distinguish careluUy between this con- 
dition and tme diabetes, but the distinction is not always 
easy to make. 

It is not difficult in normal individuals to induce a 
glycosui'ia in which the urine contains as much as one or 
two per cent, of sugar, if one administers 100 grams or more 
of gfueoae, or saccharose, or lactose when the stomach is 
empty, as on rising. But if one obtains such a glycosuria 
from 100 grams of sugar later in the day, when digestion 
is active, the subject must be regarded mtn some suspicion, 
for we have to deal with the condition known as alimentary 
glyooBuria e iocchwro. Such a condition may bo diabetic in 
character in the sense that it is the first indication of a true 
diabetes, but on the. other hand the subject of alimentary 
glycosuria e nacclmro may never develop diabetes. The 
observation that in really diathetic persons an amount of 
amylaceous food, corresponding to 100 grams of glucose, 
almost invariably gives rise to glycosuria, may help you to 
recognise a diabetic in a doubtful case. 

The fact that the urine of some persons has a sweet tiiste 
has been known to European pliysiciana for more than two- 
hundred years, and there is leason to think that the Hindoos 
recognised diabetes much earlier, and referred to it as honey 
urine. But it is only a little more than a century since a 
physician of Liverpool, named Dobson, shewed that the 
sweet taste of diabetic uriue depends on the presence of 
sugar. 

Ever since the recognition of diabetes investigators have 
been unsparing in their efforts to determine the cause of so 
remarkable a phenomenon as the appearance of sugar in the 
urine. It was supposed at oi\e time, and not unnaturally, 
that diabetes was referable to injury of the kidney, which 
permitted the escape of sugar from the blood iato 'Ona otv-bsi. 
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in much the same way thai lesions of the kidney allow the 
eecEipe of albumin. There is Jntleeil evidence th&i an ex- 
perimental diabetes can be induced which owee its existence 
in part to a slight and peculiar [orm of damage to the 
structurea of the kidney. This is the condition known as 
phlorhizin diabetes. Phlorhizin is a glycoside with the 
empirical formula (CsoHjiOio + HaO), which is obtained from 
the root-bark of ttie cherry, apple, pear, and plum. When 
administered to dogs by the mouth or hypo derm ically it 
quickiy gives rise to the appearance of sugar in the uriue. 
Zuntz found that the injection of phlorhizin into one -renal 
artery is followed almost immediately by the presence of 
sugar in the urine excreted by the corresponding kidney, 
whereas a greater lapse of time oocm's before the urine from 
the opposite kidney shows the presence of sugaj:. This 
indicates that phlorhizin injures the kidney directly in such 
a way as to permit the escape of sugar from the blood. 

It niust be confessed that wo are still in the dark in 
reference to the nature of the glycosuria from phlorhizin. 
There is no doubt that the drug causes a marked reduction 
in the sugar content of the blood, although some investigators 
contend Uiat there is an increase. Thus in one of my dogs 
the reducing substance of the blood was equal to O^lSl 
per cent, of glucose before the hypodermic administj-ation 
of 1 gram of phlorhizin, which was followed in forty 
minutes by a second dose of the same size. One and a half 
hour after the last dose the reducing substance in the blood 
was only 0'133 per cent. It is conceivable that a mere 
injury to the kidney suffices to pi-oduce the glycosuria, but J 
suspect there is some fuKitor in the proauotion of this 
glycosuria with which we are at present unacquainted. One 
might imagine the sugar of the blood to be in some way 
protected against combustion at the same time that the 
permeability of the kidney is increased. But opposed to this 
idea is the fact that the sugar of the blood is not increased 
by phlorhizin even after the kidneys have been thrown out 
of the circulation. The sugar may indeed be diminished. 
Thus the renal vessels were ligated in a dog whose blood 
contained 0225 per cent, of sugar. After the operation 
2 grams of phlorhizin were given. After three and a half 
hours we found 0'199 per cent, of sugar, after twenty-six hours 
0.119 per cent., and after fifty hours 0'155 per cent. 
Although there seems little qnestion that s 
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injury to the Iddney is a prominent feature of phlorhizin 
diabetes, we do not yet understand the nature of the damage, 

We have thus in phlorhiidn diabetes a highly instructive 
example of glycosuria dependent on injury to the kidney, 
although ia the slighter gradesof the condition it is not posaible 
with ordinary methods of invastigation to detect structural 
renal alterations. Were it not for one well-established fact, 
WB should perhaps be justified in looking upon phlorhizin 
diabetes as a strong argument in favour of a renal element in 
human diabetes. This fact ia that whereas the blood in 
phlorhizin diabetes regularly contains a diminished quantity 
of sugar the blood in human diabetes usually, if not regularly, 
contains an increased quantity of sugar. 

The importance of this difference in the sugar-content of 
the blood in the two forms of diabetes will be clear to you 
when I tell you that any increase in the percentage of sugar 
in the blood is followed by a prompt appearance of sugar 
in the urine. In a normal dog the sugar-content of the 
blood varies from 0-05 to 0-20 per cent, under ordinaiy 
conditions. If now we increase this percentage to 0'3 per 
cent, by intravenous infusion of a glucose solution, the urine 
contains sugar so long as this ahghtly elevated sugar -content 
of the blood is maintained. In other words the normal 
kidneys readily permit the escape of sugar when it ia present 
in distiuct excess in the blood ; and this ready permeability 
of the kidneys is an entirely satisfactory explanation of the 
glycosuria connected with hyperglycemia, or excess of sugar 
in the blood, 

It was formerly contended with great confidence that the 
blood of diabetics always contains an excess of glucose. 
But a careful consideration of the evidence bearing on this 
important point leaves one with the feeling that we cannot 
yet generalise safely in reference to the relation between the 
BUgar-oontent of the blood and the augar-coutent of the 
urine. The subject is compUcated by the fact that a part of 
the reducing-aubstance of the normal blood does not exist as 
sugar, hut as a combination of glucose with lecithin — the 
so-called jecorin first described by Drechsel. There seems 
to be little doubt that the greater part of the reducing- 
Bubstanee of the normal blood exists as leoi thin-sugar or 
some similar combination, and there are some writers who 
go so far as to claim that all the normal reducing -substance 
exists in this fonn. Now it happens that the different 
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methods used for the determmation of sugar in the blood 
differ in that some give only the glucose -content, while 
some give the glucose and all the jecorin, and stil! others pro- 
bahly give the glucose aud only part of the jecoria. These 
differences in methods are probably responsible for some of 
the diaerepancies in the results of different observations on 
the redueing substances of the blood of diabetic patients. 

Allow me, in passing, to call vour attention to some 
figures from Henriques relative to the sugar of the blood i 



diabetes :— 
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Other difBcultiea in the way of learning whether the 
sugar-content of the blood is always increased aiise from 
the normal variations in the same person and in different 
individuals, and from the fact, already mentioned, that even 
a slight increase of the sugar of the blood is followed by its 
elimination in the urine. Thus, according to Seegen, glycos- 
uria may occur when the amount of sugar in the blood is 
even leas than 0'20 per cent., an amount no greater than 
that normally found in some persona, but possiWy in excess 
of the normal for certain individuals. 

In spite of the difficulties to which I have referred, one 
thing is clear — namely, that in a considerable number of 
diabetic patients the su^ar-content of the blood is increased 
beyond what can possibly be regarded as normal. This 
increase has been noted especially in the bad cases of 
diabetes, cases which usually show a considerable per- 
centage of sugar in the urine. The facts about phlorhizin 
glycosuria make it clear that a condition of hypoglyesemia 
is consistent with sugar in the urine, and such a. possibility 
cannot be denied in the case of mao, but it is still only a 
possibility. 

From what I have now told you it is clear that the 
glycosuria of those diabetics who have an exoess of sugar 
in the blood is sufficiently explained by the presence of this 
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Bnt why should the sugar- con tent of the blood be in- 
creased ? This questioa can be answered only by aBsuming 
the con-ectness of one of two alternatives. Either there is 
an increased production of sugar within the organism, or 
else there is a diminahed power of utilisation. As regards 
the possibility of an increased production of sugar, it is easy 
to see that such an increase would have to depend on an 
increased fonnation of glucose from the carbohydrates, or 
the fats, or the proteids of the food or tissues. We know 
that the formation of sugar from carbohydrates ie an 
entirely normal process which cannot be made responsible for 
a pathological production of sugar, although it is probable 
that there is too rapid a conversion of glycogen into sugar in 
some glycosurias of nervous origin. It might, perhaps, be 
thought that the supposed increase in sugar-formation is 
dependent on some pathological convei-sion of the fats. But 
it is at once seen that such a view is quite imtenable (except 
possibly in the terminal stages of diabetes), for the reason 
that clinical experience shows us that diabetics are capable 
of taking large quantities of fat without any increase in the 
sugar of the urine. The only remaining source for an in- 
creased formation of sugar ie proteid or other N-containing 
material. It is very easy, however, to perceive why such a 
source of sugar would not account for the phenomena of 
diabetes. Three hundred grams of proteid would furnish 
about two hundred grams of carbohydrate material ; but, 
as you are probably aware, 200 grams of carbohydrate 
foodi in twenty-four hours would not cause the appearance 
of sugar in the urine of a normal person ; yet there are 
cases in which the urine contains much sugar on such a diet. 
Three hundred grams of proteid represents the average 
daily quantity in the diet of a normal adult. This amount 
of proteid could be very greatly increased without affording 
a basis for such an increased production in sugar as would 
lead to glycosuria. 

It is thus clear that diabetes is not the consequence of 
an increased prodnetion of sugar. The alternative is that 
the disease depends on a diminished combustion of sugar in 
the organism, and there is no doubt whatever that this is tba 
correct explanation of the increased sugar-content of tha 
blood. The power of burning sugar constitutes a function 
of the most fundamental character, and the sugar burned in 
the body is the source of a lai-ge yiald oE cftVcre^n eaKtsg^. 
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Now this power of utilising sugar is never wholly lost, even 
in the most advanced forma of diabetes. In such cases the 
qaantity of sugar in the mine is always less than the amount 
which correaponds to the quantity of carhohydrate material 
placed at thu disposal of the organism. 

At the present time we are unable to see beyond the fact 
that in diabetes an essential condition is the inability of the 
organism to utilise its sugar. It is possible that there are 
several distinct ways in which this failure to utilise sugar 
arises, and it is conceivable that different types of diabetes 
are dependent on such differences in the nature of the dis- 
turbance wliioh interferes with sugar combustion. Although 
I am unable to discuss this subject to my satisfaction, it 
is instructive to consider the chief possibilities as to the 
reasons why sugar is not adequately burned in diabetes. 
Three different poasibihtiea have been suggested. First, the 
defective oxidation of sugar by the body-ceUs ; second, the 
defective spHtting of the sugar molecule ; and third, the 
defective storage of glycogen. These three possibilities by 
no means exclude one another, but it is convenient to con- 
sider them separately. 

Up to the present time it has not been possible to 
demonstrate that in diabetes the general oxidative powers 
of the cells are actually diminished. It is known that in 
diabetes the products of proteid metabolism urea and uric 
acid are approximately normal, and that the fats are oxidised 
as in health to CO^ and H^O. Experiments show that 
lactates are oxidised, as in normal individuals, to carbonates, 
which make their appearance in the urine, and that lienzo! 
is oxidised to phenol. Moreover, in many cases of diabetes, 
heyulose, a lievo-rotary sugar, is utilised in the organism. On 
the other hand we know that in respiratory diseases in which 
there is cyanosis and in experimental asphyxia sugar does 
not appear in the mine, as we shoidd expect it to do were 
diabetes dependent simply on diminished oxidation. Then, 
again, we know that in paosphorus poisoning the oxidative 
activities in the body are distinctly reduced, but notwithstand- 
ing this glycosuria does not ocour. 

But although it appears by use of these methods that 
the capacity of the cells for performing certain oxidations is 
not distinctly impaired, it is dear that for some reason tlie 
oxidation of sugar or its decomposition products is only 
impei'lecily earned on. &a we should expect wher? t " 
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sldei'able caibohydiate tuttterial escapes oxidation, the quan- 
tity of oxygen lost in respiuEbtion is lessened in diaoetes, 
in comparison with the quantity of oxygen oonaumed in 
normal persons. I hope you have noted well the distinction 
implied in what I have just told you. The point which I 
wish to make clear is that although there is an actual dimi- 
nution in oxidative processes connected with the burning of 
sugar there is no definite evidence that the cells of the body 
have lost, even in part, their capacity to effect the oxida- 
tions just now mentioned. But you will ask, Why does it 
happen that sugar is not oxidised if the ceUs have not lost 
their oxidative capacities ? I believe the correct answer is 
that the cells do not burn sugar because they cannot get at 
it in the form in which it ia normally bui'ned. In other 
words, it aeema probable that in diabetics the difficulty lies, 
not in the oxidising abilities of the cells, but rather in an 
impairment of the capacity of the cells of the body to prepare 
the sugar for oxidation. We do not positively know in what 
this preparatoi-y step consists, but it is genevallj^ supposed 
to be a process by which the sugar molecule or its deriva- 
tive, glycuronic acid, is split otr decomposed into smaller and 
simpler molecules. We do not, however, know the nature 
of these decomposition products. It has been thought that 
lactic acid is an important one, but it is not at all clear that 
this is the case. According to a view of diabetes which is 
favoured by mauy modern students of the disease, the real 
difficulty lies in the decomposition of sugar into these 
simpler molecules. If the decomposition occurred according 
to the usual physiological habit, the cells would probably 
havu no difEcidty m carrying on the further decomposition 
and oxidation which leads to the ultimate conversion of the 
sugar molecule into CO.j and HaO, I just now spoke of 
glycuronic acid as being a derivative of sugar which is 
perhaps concerned with the process of sugar splitting into 
smaller and simpler molecules. Glycuronic acid is, you will 
recall, very closely related to glucose, as indicated in the 
following formulte : — 

COH COH 

Glucose (CHOH)^ Glycuronic acid (GHOH), which 

GH,OH GOOH 

show the replacement of two H atoms by one atom of 
in the group CHjOH, This process of oxidation is appa- 
rently brought about very readily in the iiormaLQi:^isi.'a,\a,^'o&. 
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involysa no disturbance of the linkage of the carbon atoma in 
the. sugar molecule ; the further oxidation of the glyouronic 
acid molecule into the final products of combustion, COa and 
H,0, is oertainlv a much more difficult task for the cells of 
the organism, because it involves the dismption ot the 
linkage ot the carbon atoms. It is perhaps just at this point 
where the separation of the carbon atoma oocui-s that the 
ferment of the internal secretion of the pancreas is effective. 
But, as we sliall see presently, neither this ferment nor the 
internal secretion itself has been actually proved to exist. 
There is experimental evidence that the oxidation of glucose 
to glycnronic acid occurs even in the severest eases of 
diabetes. Thus Weintraud found in a very advanced patient 
{who was excreting organic acids in large amount) that 
glycuronic acid was still produced in considerable quantity. 
This glycuronic acid was excreted by the urine in conse- 
quence ot the administration of chloral, camphor, and a- 
naphthol in the form of urochlorahc acid, camphoglycuronic 
acid, and napbthoglycuronic acid respectively. The urine 
of diabetics may contain glycuronic acid compounds even 
when the patient is receiving no medication whatever. It 
may also contain pentoses or sugars containing five car- 
bon atoma in the molecule -bodies closely related to glycuronic 
acid. 

It is important for you to familiarise yourselves with the 
chemical properties ot glycuronic acid and its compounds, 
not only because of the great theoretical interest which 
attaches to this first oxidation-product ot glucose, but on 
account ot its practical importance. This consists in the fact 
that it is by no means uncommon for it to appear in the 
urine after the medicinal use of morphine, camphor, uaphthol, 
terpentinol, menthol, phenol, ic, when it is apt to be mis- 
taken for glucose owing to its reduction of copper salts. J 
cannot here describe the methods of distingnisiiing betw^een 
the glycurouates and glucose, but shall refer to the fact 
that while glycuronic aoid, like glucose, rotates the plane of 
polarisation to the right, its compounds rotate to the left 
Moreover the glycurouates do not ferment with yeaat. 

But, to return to the line of our argument, what evidence 
have we that impairment of the ability to decompose glucosS' | 
or glycuronic acid is in reabty the explanation of ^ '"" 
lessened combustion of sugar? I confess that the fonndt 
tion for this view is iideteii^si -ra-ther than direct, aad ■] ' 
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it seems to me that it ia necessary for us to assume this 
defective splilting of tlie sugar molecule or the glycuronio 
acid moleoule in order to harmonise facts which I have 
told you about glycosuria and defective oxidation. Although 
we must re^rd it as probable that in health the process of 
sugar- splitting or of glycuronic-acid splitting ia something 
distinct from the process of oxidation itself, we are in the 
dark as to how thjs normal cleavage is brought about. It is 
only natural that under these circumstances we should 
welcome any facts that appear to give us a clue to the correct 
explanation. The remarkable relationship between extir- 
pation of the pancreas and diabetes tiu-nishes us with such 
a clue. 

You probably know that in 1890 Voa Mering and Min- 
kowski made the highly important observation that complete 
extirpation of the pancreas is invariably followed by the 
typical symptoms of diabetes — namely, glycosuria, rapid loss 
of weight and strength, great bhirst, and a voracious appetite. 
These results were obtained in more than fifty dogs. In 
from twenty-four to forty-eight hours the glycosuria was 
at its height, and the luine was obaeryed to contain from 
5 to 11 per cant, of sugar. Even after a seven days' fast 
the glycosuria continued. On a diet of bread and meat the 
quantity of sugar lost in twenty-four hours amounted to 
from 70 to 80 grams in a dog weighing 8 kilos. 

I have just mentioned to you that diabetes is produced 
when the pancreas has been completely removed. I must 
refer to this faot again in order to emphasise the important 
circumstance that the presence of even a small portion of the 
pancreas, say one-fifth or even less, usually suffices to pre- 
vent the occurrence of glycosuria. In one of my dogs there 
was no glycosuria, although I left less than one-tenth of the 

Eancreas. We now know that there is a similar relationship 
Btween the pancreas and diabetes in the human subject. 
Disease of the pancreas often leads to diabetes, but the 
presence of a small portion of the gland may sufBce to pre- 
vent the appearance of sugar. 

What is the explanation of this experimental diabetes 
follovring the removal o£ the pancreas, and how does it aid 
as in the understanding of human diabetes ? Perhaps the 
first idea that occurred to critics was that the removal of 
the pancreas leads to impaired digestion from the absenoe of 
the pancreatic juice, and that this is In some %va."3 xes^T»i>i*i4 
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for the occurrence ol the glycosuria. But it ia clear that 
this cannot be the correct explanation, since we have learned 
that Ugation of the pancreatic duct does not cause diabetes, 
and that glycosuria may not arise unless almost the entire 
gland is extirpated. The criticism has been made that the 
dialietes following pancreatic extirpation is not dependent 
on the removal of tne gland, but ou the almost unavoidable 
injury to the solar plexus incidental to so severe an opera- 
tion on an organ connected with this plescs. This objection 
to the pancreatic origin of diabetes cannot be sustained, for 
Minkowski succeeded in transplanting the pancreas under 
the skin at a distance from the normal position of the gland, 
with the result of preventing glycosuria, although it ia 
evident that the damage to the nervous system is just as 
great as where simple extirpation was practised. 

Having excluded the paccreatio secretion aud the nervous 
connections of the panoreae as significant in the production 
of diabetes, there apparently remain only two possibUities. 
One of these is that the cells of the pancreas normally 
destroy or modify toxic substances produced in other parts 
of the body, and that after extirpation of the pancreas these 
aubstancea are no longer destroyed, but accumulate in the 
blood and interfere with the combustion of sugar. All one 
can say in reference to this possibility is that there are no 
well -established facts to speal in its favour. If, however, 
it interests you to become acquainted with the arguments 
that have been advanced in favour of this idea, I ad\nse yon 
to read a recent paper by Tuckett, of Trinity College, Cam- 
bridge, in which he considers auto -intoxication the cause 
of pancreatic diabetes. The contention is made here that 
the pancreas has an internal secretion wliich enters the 
circulation constantly by way of the thoracic lymph, and 
that a toxic substance capable of causing glycosuria, if not 
neutraUsed by this internal secretion, is absorbed from the 
intestine during digestion, also by way of the lymph -stream. 
There appears to be some support for this view in the 
observation that if the thoracic lymph from a fasting dog 
is injected into the portal circulation of a cat no hyper- 
glyoBBmia or glycosuria results ; but that if lymph from a 
digesting dog is injected into the portal circulation, thus 
giving the hypothetical poison a chance to act, there ia pro- 
duced a hyperglycffimia varying from 0'3 per cent, to 0'9 per 
cent., and a glycosuria vftiying from 1 per cent, to 9 per a ' 
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These observationa require to be repeatedly oonfiitned before 
we attach much weight to them. 

The alternative is that the pancreas uormatly makes an 
internal secretion which is oecessajry to the splitting and 
utilisation of the sugar molecule. Such an internal secretion 
may be imagined to exert a direct ferment-like action in 
splitting sugar when appropriated by the cells of the body 
which are concerned with the combustion of sugar, or, what 
seems less reasonable, may be sjyjjwserfto act in an indirect way 
through an influence on the nutrition of the nervous system. 
The first of these views — namely, that there is an internal 
secretion which initiates glycolysis, or sugar- splitting — has 
been warrnly advocated by the French investigator L6pine. 
Ldpine called attention to an old experiment of Claude 
Bernard's, indicating that the sugar of the blood gradually 
disappears when the blood is allowed to stand. He also 
thought that his own experiments showed the blood of 
diabetic patients to have a diminished capacity to transform 
sugar — a contention recently revived by Biernacki. The 
impaired action of the blood of diabetics Lupine attributed 
to diminished production of a glycolytic ferment which it is 
a function of the pancreas to make. 

At first sight this simple and ingenious hypothesis strikes 
one favourably. The experimental facts on which it rests 
unfortunately nave not stood the test of close examination. 
It is true that severaJ writers have claimed to find a dimi- 
nished glycolytic action on the part of the blood of diabetics, 
bat the studies of several careful workers have failed to 
substantiate this claim. Indeed, Ldpine himself has given 
up the idea that the glycolysis occurs in the blood, and 
refers it to the cells constituting the sugar-burning tissues. 
This change in view is demanded by what we now know 
about the cells as the seat of o^ridative processes. The 
action of the pancreas, according to the modified view of 
L6pine, is a secondary one, and consists in stimulating a 
glycolytic action of the cells through its trypsin fei-ment. 

Experiments were recently made by F, Blumenthal 
which ii-ppeared to give strong support to the hypothesis 
that various kinds of cells— cells from the "pancreas, from- 
the livei', from the spleen, &c. — possess a powerful glycolytic 
or sugar- splitting action. These cells were subjected to 
great pressure in the hope of expressing any ferment they 
^^mjght contain, in much the same way that Buchner under- 
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took to express the ferment from the yeast plajit. The 
addition of sugar tp the juices prepared in this maimer was 
followed by fermencatioii and by the diaappearance of con- 
siderable sugar in the course of twelve or sixteen hours. 
Then the conclusion was published that the various cells 
possess a distinct glycolytic fenment. Fortunately these 
experiments were repeated before they could exert much 
influence on our views of the glycolytic action of the cells. 
It was found by Umber that when careful precautions are 
taken against contamination through micro-organisms, the 
tissues outside the body exhibit only a very slight glycolytic 
action. "We have made some experiments in our laboratoiy 
relative to the supposed glycolytic action of the normal 
blood. Following the procedui'e of Biemaoki, 1 gram of 
blood was added to 26 c.e. of a 1'6 per cent, solution of 
glucose and allowed to stand twenty-four hours at the room 
temperature. The mixture showed no loss of glucose in 
those cases where precautions were taken to prevent cMsn- 
tamination. In the cases where the sugar was reduced in 
quantity the ' glycolytic ' action was plainly i-eferable to the 
presence of micro-organisms. 

It heis not been shown that the cells of the pancreas 
when removed from the body have any greater glycolytic 
action than those of other oigans. Nor has it iHsen possible 
to show that blood collected from the pancreatic veins has 
any greater activity in splitting sugar than has the general 
arterial or venous olood. 

Without taking you further into the intricacies of this 
subject, I may sum up as regaids the sugar-splitting activity 
of the tissues as follows. The cells of the body normally 
split and burn sugar. This is a tact beyond question. The 
process of sugar- spHtting is perhaps carried on through the 
agency of a special glycolytic ferment, but we have no posi- 
tive knowledge as to the nature of this ferment or it-s ongin. 
We do not know whether it is a special and specific ferment, 
or whether it is a ferment which has other functions than 
that of spHtting the sugar molecule. The fact that removal 
of the pancreas is followed by diabetes suggests that the 
ferment is fui'nished by the cells of the pancreas in the form 
of an internal secretion. But it is also conceivable thai the 
action of an internal pancreatic secretion may be an indirect 
one, operating through its influence on the central nervous 
system, I do not consider that we are Justified in disc 
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Bifae iheocy that diabetes depends ou the failure of cm intern&l 
Beoretion from the pancreEis merely because we are unable to 
show that the panoreatio oella outside the body do not 
exhibit a distinct or considerable glycolytic action. There 
are some functions of cells which are weU carried on outside 
the body, but there are others, like the synthesis of uiea, 
which apparently go on only in the living cells under normal 
conditions. It is conceivable that pancreatic and other cells 
exert a glycolytic action under physiological conditions, but 
not after removal of the cells from the body. Yet, after all 
that can be said in favour of the existence of an internal 
pancreatic secretion, we cannot say whether the action of 
tbe secretion is that of a glycolytic feiment or that of an 
antitoxic secretion, which neutralises poisons capable of 
interfering with the combustion of sugar. 

Careful histological studies of the bmuan pancreaa in 
health and in diabetes make it appear that the infiueueo 
which this gland normally exerts on the combustion of sugar 
depends mainly or exclusively on the presence of clusters of 
irregularly polygonal cells, with spherical nuclei and homo- 
genous refractive cell bodies. These clusters of cells, differ- 
ing so markedly from the pancreatic cells of the ordinaiy 
glandular type, lie within the acini, are in pecuharly intimate 
relation with the vascular system, and are most numerous 
in the splenic end of the pancreas. They arc usually kuown 
as 'islands of Langerhans.' 

Since it is difScult to subject these structures to experi- 
mental injuries whicli do not, at the same time, damage the 
ordinary glandular cells, physiological methods have not 
thi'ovra much light on the relation of these cell-clusters to 
owbohydrate metabolism. Ssobolow, indeed, states that 
after feeding animals on carbohydrates the cells of the 
islBJids become more granular. Moreover, he finds that 
after the ligation of Wirsung'a duct in dogs tbe islands of 
Langerhans are not involved in the sclerotic changes which 
euooeed this operation, and it is suggested that this is the 
reason why glyoosmia does not occur under these con- 
ditions, But our chief reliance must be placed on the 
histological conditions observed in the human subject. 
First, there is the fact, noted by Opie in Welch's laboratory, 
that the islands of Langerhans show a resistance to tbe 
inflammatory process following obstruction of the human 
panoreatio duct; a condition in which, as you are u^^-t.^^ 
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glyoDBUiior is not s, feature. Nest Ihore is the fact, which 
wo may regard as established, that in thB iuterlobulat- 
variety of chronic pancreatitis the inflammatory process 
implicates mainly the periphery of the pancreatic looules, and 
damages the Langerhans clusters only iu an advanced 
stage of soleroais. This fact harmonises well with the 
observation that diabetes is frequently absent in cases of 
well-defined chronic pancreatitis, although it ia usually pre- 
sent in the extreme grades of the disease. Lastly, there is 
the very important cu-cumstance that in the iuteraciner type 
of chronic pancreatitis, where the inflammatory process is 
diffuse and separates individual acini with the implication of 
the islands of Langerlians, diabetes appears to be regularly 
present. I say appears to be regularly present because a 
more sweeping statement is not yet waiTanted by the 
number of observations on the form of pancreatitis in which 
the islands are extensively involved. II we should find a 
single case of pancreatitis in which these islands are obli- 
terated, but in which glycosuria ia wanting, it would go 
hard with the hypothesis which correlates these peculiar 
stnictures with the function of burning sugai- 

Diabetic cases of the sort recently desci-ibed by Opie, in 
which the islands of Langsrhans have been destroyed or 
isolated from their vascular supply, while a considei-abla 
pai't of the secreting parenchyma is not markedly altered, 
are peculiarly significant in connection with the hypothesis 
of which we nave been speaking, which seams in a fair way 
to be put on an impregnable foundation. And it must be 
evident to you that the establishment of a definite relation- 
ship between disease of the Langerhans clusters and diabetes 
would give material support to the doctrine of an internal 
pancreatic secretion, since these structures stand in such 
intimate relation with a rich vascular supply. 

But even the most enthusiastic friends of the pancreatic 
origin of diabetes cannot yet claim that all cases of diabetes 
arise from pancreatic disease, for it appears extremely pro- 
bable that some cases of diabetes are related to a defective 
storage of glycogen in the liver and muscles perhaps uncon- 
nected with disturbance of pancreatic function. 

That the nervous system has a regulating action- on the 

flycogenic function of the liver is a well-estabhshed fact. ( 
ave already mentioned that Claude Bernard induced glyoos- 
;uria in dogs by making a puncture in the floor of the fonrth 



ventricle, between the nuclei of origin of the eightii and tenth 
nerves. A characteristic feature of such a glycosuria is 
that it lasts just as long as there is glycogen in the Hver 
and no longer. If the animal be deprived of food after the 
puncture has been practised, the glycosuria soon stops, and 
the hver — perhaps also the muscles — is found to be nearly 
free from glycogen. If now the animal be fed on carbo- 
hydrate food, the puncture again becomes operative and 
glycosuria reappears. 

What takes place after the punctm-e of the medulla is 
probably an abnormally rapid conversion of glycogen into 
sugar. How this is bi'ought about we do not linow. Tou 
can easily see that if the Uver, instead of storing its gly- 
cogen as in health, should quickly convert it into sugar, the 
function of the liver as a carbohydrate storehouse would be 
greatly impaired. It seems probable that if the disturbance 
in carbohydrate storage were confined to the hver the 
muscles would be able to compensate very largely for the 
defective action of the hepatic cells. Probably this is what 
happens in diseases of the liver involving extensive destruc- 
tion of its cells. Under these circumstances, as I have 
already explained to you, glycosuria does not occur much 
more readily than in health. In the case of the puncture 
diabetes the conditions appear to be different. It seems 
likely that the muscle-cells as well as the Hver-cells are 
unable to store glycogen as in health. Whatever may be the 
mechaniBm involved in the hurried removal of glycogen 
from the hver-cells, it is clear that this process is followed 
by an excessive accumulation of sugar- in the blood, and 
therefore by its appearance in the ui-ine. 

The glycosuria or diabetes associated with vai-ions forms 
of nervous disease may perhaps he regarded as arising in a 
manner similar to puncture diabetes. You have probably 
been taught that it is not very uncommon for injuries to the 
head to ba associated for a time with glycosm'ia. In many 
of these instances the glycosuria appears very quickly after 
the infliction of the trauma. There is thus a resemblance 
between such cases as these and cases of experimental 

Glycosuria following the Bernard puncture. In both con- 
itions the sugar appears promptly after the injury, and in 
both cases the glycosuria is transitoiy. It is reasonable to 
think that the glycosuria is in both instances due to the 
imitation of nervous centres in the medulla • 
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There ajre, however, other examples of ti-aumatism to the 
nervous system in which the clinical relations are different. 
There are some cases in which an injury to the head is 
followed after a time by the appeai-ance of sugar in the urine. 
The sugar is persistent, and the case must be regarded as 
one of diabetes. It is not altogether clear how we should 
intei'pret such instances as these, but it seems probable that 
they are to be regarded as dependent on an interference with 
the glycogenic function of the liver, brought about by over- 
stimulation of nerve-centres. We may imagine that, s-s in 
the case of puncture diabetes, the carbohydrates cominginto 
the liver are promptly swept out into the circulation in the 
form of sugar. There is, however, this important difference : 
in the case of the persistent diabetes there is probably a 
permanent organic lesion of the nervous system, and not a 
temporary physiological disturbance, as in the case of the 
puncture and some traumatisms to the head. A similar 
explanation is probably applicable to some cases of cerebral 
tumour, cerebral abscess, &c., accompanied with persistent 



Thus you see it is probable that in the human subject 
diabetes may arise in at least two different ways : first, 
through impairment in the functions of the pancreas ; and 
second, through injui-y of the nervous systena, interfering 
with tbe glycogenic functions of the liver, and perhaps also 
of the muscles. The clinical facts speak in favour of the 
existence of these two types of diabetes, Still it is possible 
that tbe two sets of conditions are not so far removed in 
their pathology as one might at first suppose. It is con- 
ceivable that the derangement of the nervous system exerts 
some unknown influence on the pancreas as well as on the 
liver. We have still a good deal to learn as regards this 
possibility. I consider it very important for us to have 
careful histological studies of the pancreas in cases of diabetes 
supposed to be of nervous origin. 

I have said enough for the present about hypotheses a» 
to the origin of diabetes, and we may advantageously con- 
sider the disease from a different point of view, namely, the 
relation between the loss of sugar sustained by the organism 
and the symptoms of diabetes. Whatever may be the cause 
of tbe impaired consumption of su^ar, it is clear that maoy 
of the leading symptoms of the disease can be referred to 
the loss of sugar which the organism suffers. As I 1 
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told you on several ocoaaiona, the carbohydrates are in 
healtn an important sonree of caloric energy to the body — 
in fact, the most important source. If on an ordinary diet a 

Eatient becomes unable to utilise a portion of his carbo- 
ydrate food, tho organism loses an amount of potential tor 
the production of heat and power exactly proportionate to 
the quantity of sugar found In the urine. Every gram of 
glucose that finds its way into the urine represents a loss of 
four and a half gross calories, or nearly four net calories. 
Now a loss of 100 grama of sugar in twenty-four hours 
would occasion a loss of nutritive potential equivalent to 
about 400 calories. A patient passing daily 2,000 c.c. of 
urine containing 5 per cent, of glucose would lose this 
amount of nutritive potential, and diabetic cases of this 
grade are not very rare. So considerable a. regular loss of 
energy— equivalent to nearly one-sixth of the total caloric 
expenditure — sooner or later becomes inconsistent with the 
maintenance of a good state of nutrition. So long as the 
patient digests and absorbs enough food to supply fully or 
nearly the caloric needs of the body, in spite of the persistent 
loss of glucose, the weight, and even the muscular power, is 
well maintained. But the time arrives when this is no 
longer possible : the quantity of food-material absorbed is no 
longer sufficient to maintain the caloric expenditures in the 
face of the glycosuria. Then there is the loss in weight and 
power so characteristic of advanced diabetes. I suspect 
that tho liabihty to muscular fatigue is not wholly due to 
the diminished size of the muscles, but depends partly on 
the deprivation of sugar which the muscle suffers. fLec- 
ture II.) 

Two other importaut symptoms of diabetes— polyuria 
and excessive thirst — are referable to the considerable loss 
of glucose through the kidneys. It we experimentally 
increase the sugar-content of the blood in a dog or other 
animal, there is a prompt increase in the volume of the 
urine. Some increase in the volume of the urine always 
attends the excretion of a considerable quantity of sugar, 
doubtless because the additional supply of fluid is required 
to enable the epithelial cells of the kidneys to perform the 
work of separating glucose from the blood. The amount of 
urine passed by some diabetics amounts to 4,000 or 5,000 c.c. 
in twenty-four hours, but in cases where tbe quantity of 
BUgar in the urine ia less than 1 per cent, the volume of the 
urine may not be appreciably increased. 
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When the body loses more water by the urine than it 
would lose in a urine containing only the normal ingredients, 
the cells of the body suffer a reduction in their content of 
water, since the volume of the blood is maintained by with- 
drawal of water from the cells. The need for more water in 
some obscure way affects the nervous sj-stem and calls forth 
the sensation of inereaaed thirst observed in ao many 
diabetics. Chronic gastritis may be another cause of exces- 
sive thirst in a diabetic. 

There are several other important but indirect patho- 
logical consequences of the glycosuria of diabetes. Some of 
these depend on the readiness with which the sugar of the 
urine undergoes fermentative decomposition, in oonsequeaee 
of such decomposition it is not unuommon for pruritus or 
slight dermatitis to develop in the parts about the urinary 
outlet ; and this UabOity emphasises the necessity for strict 
personal cleanliness. In exceptional instances the urine in 
the bladder has undergone fermeniafcive changes. 

In advanced cases of diabetes the blood contains a larger 
auaount of fat than normal, and the hver is the seat of a 
well-marted fatty infiltration. The percentage of fat in the 
blood may increase to a point where the presence of fat is 
recognisable by the naked eye, and the patient is said to 
have a liptemia. This increase of fat in the blood is closely 
connected with the occurrence of a marked glycosuria. The 
smaller the amount of sugar the organism is able to burn 
the larger becomes the demand on the fats and the proteids, 
and a greatly increased combustion of fat means the pre- 
sence of an unusually large amount of fat in the blood. If 
for any reason fat is deposited in the hver faster than it is 
burned by the cells of this organ, a fatty infiltration arises. 
These phenomena attendant on the increased metabolism 
of fat can be experimentally induced in dogs by the use of 
phlorhizin. 

The relation between the loss of sugar in diabetes and 
the development of cataract has not been clearly established. 
This condition is apt to appear in marked cases of diabetes, 
and is perhaps the expression of the impaired nutrition of 
the crystalline lens. That it does not depend on the pre- 
sence of an excess of sugar in the blood is clearly indicated 
by the fact that cataract can bo esperimentally induced in 
dogs by means of phlorhizin, whluli diminishes the sugu- 
content of the blood. 
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Whether any of the symptoms or signs of diahetes besides 
glycosuria caa be referred to the excess of sugar in the blood 
is, I think, still a, questioo. It has been suspected that the 
general pruritus and the neuralgias are in some way depen- 
dent on the hypecglycBBDiia, but there is no satisfactory 
evidence of this. It has also been suggested that the marked 
susceptibility of diabetics to various infections, including 
infections from pyogenic organisms, is due to the excess of 
sugar in the blood. We have no proof of the correctness of 
this contention, and it must be confessed that there is at 
lea&t a Jikehhood that this susceptibility is in some way con- 
nected with the impaired nutrition of the cells which results 
from the loss of sugar and from the accumulation of dele- 
terious substances such as organic acids. It is also con- 
ceivable that some alteration in the ferment-Uke ' com- 
plement ' is the cause of the diminished bactericidal power 
of the blood. (See Chapter I.) 

The peculiar behaviour of diabetic blood towards various 
colouring agents has also been attributed to a hyper- 
glycffimia, but without good reason. You may have had your 
attention called to some of the reactions that were first 
described by Dr. Bremer, of St. Louis. If so you will recall 
that a tbick-spread film of noraial blood, which has been 
heated to 135° C. and stained with a 1-per-cent. aqueous solu- 
tion of Congo red, looks yellow to the naked eye, whereas a 
film made from the blood of a diabetic looks greenish brown. 
Similarly if one stains with methylene- blue a difference can 
be detected in the behaviour of normal and diabetic blood- 
films. Although these peculiar reactions can usually he 
obtained from diabetio blood, this is not always the case, 
and it is also true that they have been noted in pathological 
conditions, suoh as leuksemiaand Graves's disease, unattended 
by an increase in the sugar of the blood. The absence of a 
dependence of these reactions on a hyperglyoasmia is shown 
hy the fact that we failed in our laboratory to obtain them 
either from the blood of dogs from which the pancreas had 
been extirpated or from blood in which the sugar-content 
was experimentally elevated by the intravenous infusion of 
a solution of glucose. On the other hand it seems clear 
that the blood reaction with methylene -blue, known as 
Williamson's reaction, depends on the presence of sugar. 

But in spite of the paucity of our knowledge of the patho- 
' '" ' of a hyperglycaemia I think we " "" ' 
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ic believing tha.t the presence of a large excess of sugar 
cannot be a matter of inditference to the organism. Tbe 
BUj^ar of the blood in diabetes may rise to 0'8 per cent, and 
■we know tbat the experimental infusion of glucose solution 
in doga may be followed by a marked excitabihty of the 
nervous system when the sugar-content of the blood exceeds 
1 per cent. It remains for future studies to determine the 
pathological consequences of human hyperglyctemia. 

It is no doubt natural that a large share of attention 
sbould have been given to a sign so readily detected as the 
presence of sugar in the urine. There is, however, another 
feature of tme diabetes which is rarely, if ever, wanting in 
established oases of tbe disease, and which I consider of 
equal importance with the glycosuria. Indeed, I may say that 
in some instances it is of much greater practical significance. 
This highly important feature is a state of acid intoxication. 

You will perhaps remember that in speaking of tbe 
chemical defences of tbe organism against disease I men- 
tioned certain arrangements by which the organism Is 
capable of effecting a neutralisation of pathological acids by 
means of alkalis, and especially ammonia, furnished by tbe 
body itself. (Lecture I.) Tbe alkali, uniting \vith the patho- 
logical acid, forms a neutral salt, which passes through the 
kidneys, and thus relieves the individual of at least a portion 
of the acid. Tbe larger the quantity of the pathological acid 
to be eliminated, the larger is tbe call made upon tbe alkali 
resources of tbe body, and tbe greater ia the danger of 
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Now I wish to clearly impress upon you tbe fact tbat in 
every severe case of diabetes— that is to say in every case 
of diabetes in which tbe patient loses weight and strength 
from the failure to burn sugar — there is found in the urine 
a considerable quantity of organic acid. In the normal 
individual this acid is either not formed at all or is formed 
in relatively small amount ; and, being oxidised in the bodj", 
does not find its way into the urine. In diabetes the organic 
body known as /3-oxy-butyric acid ia probably the chief 
pathological acid, and, being unburned in the organism, 
finds its way into the urine after entering into combination 
with alkalis as already mentioned. The quantity of this 
acid excreted in tbe urine is large in all severe cases of 
diabetes, often reaching 15 to 20 grama in the day, and 
under some conditions amounting to 60 gi-ama. In ] "' 




or early eases the acid may amount to only a few grams 
io the twenty-four hours, or may be altogether absent. 

The presence of an acid in pathological quantities in the 
blood and tissues has an effect on the oi^anism which Is of 
first importance to vital processes carried on in the cells, 
This is the removal of alkali from the body. If we inti-o- 
ducB an acid into the body either by way of the digestive 
tube or by direct infusion of a weak solution into the blood, 
this acid acts at once on the alkali present in the plasma 
and in the cells which it nourishea. The alkali of the blood 
exists chiefly as sodium carbonate and sodium phosphate, 
and it has been estimated that the amount of this ' alkaline 
reacting alkali " (or ' native alkaU ') in the entire body 
is equivalent to 60 grams of sodium hydroxide (NaOH). 
This amount of alkali is so small that it would be quickly 
exhausted by a persistent acid intoxication with a persistent 
formation of only small amounts of acid. Now we know 
that certain diabetic patients live months and years in spite 
. of the tact that large amounts of acid are passed daily by 
the urine in combination with basic material, it being, of 
course, understood that the mine does not contain free acid. 
Since the ' native alkali ' of the body is not Buflicient to neutra- 
lise so much acid, it is apparent that there must be another 
and more permanent source of alkali than the native alkali. 
We know that this is actually so, and that the base is ammonia. 

The supply of ammonia which is available for the 
neutralisation of acids is derived from two distinct soiu-ces. 
One of these ia, as I explained in my first lecture, the pro- 
teid metabolism of the cells of the body generallv. The 
other ia the decomposition of proteid food, especially meat. 
In a state of healtli tlie ammonia derived from botn these 
sources is in very large part utilised in the formation of 
urea. In a state of acid intoxication part of this ammonia 
is diverted from its usual destiny, and, instead of continbutiiig 
to the production of urea, is utilised in the neutrahsation of 
the pathological acid. In other words the pathological 
acid enters the urine as an ammonium salt, The native 
alkali of the blood, chiefly sodium and potassium, is thus 
spared — at least to a considerable extent. 

The quantity of ammonia which is carried out of the 
body in a state of intoxication by acid may be very large. 
In a state of health less than 5 per cent, of the total 
by the nrine exists as ammonia ; in 
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diabetes the nitrogen of B,mmonia may esceed 20 per cent. 
of the total nitrogen. In. exceptional instances the amount 
of ammonia may equal 8 or 10 grama in twenty-four houre. 
You can form some idea of the neuti-alising power of this 
ammonia when 1 tell yon that 7 grams of the base will 
neutralise nearly 50 grams of /3-oxy- butyric acid. 

But although the human organism is thus capable of 
furnishing ammonia for tie neutralisation of pathological 
acids there is a limit to this alkah resource. When the 
quantity of acid is so large as to exhaust the available 
ammonia the other bases are called upon — the sodium and 
potassium of the blood plasma, and even the calcium and 
magnesium of the bones. Thus it happens that while in 
some instances of diabetes we find that ammonia is the only 
base in the nrine which has suffered an appreciable increase, 
in other cases we find an increase of ammonia, of sodium, 
of potassium, of calcium, and of magneaium. From what 
has just been said it is evident that the amount of ammonia 
gives us a clue to the quantity of pathological acid in the 
urine. This is, however, only a rough index of the degree 
of the intoxication. A much more accurate idea is obtained 
by the somewhat laborious process of determining the bases 
— ammonium, potassium, sodium, calcium, and magnesium 
^and comparing their total alkali value (expressed in terms 
of sodium) with the total acid value of the chief known acids 
of the nrine^hydrochloriCf sulphuric, phosphoric, and uric. 
In health the acids just about balance the bases, but in 
diabetic coma or in any state of acid intoxication the bases 
are in great excess of the known acids just mentioned. The 
amount of their basic excess corresponds to the quantity of 
some unknown organic acid or acids. Thus the followiDg 
values were obtained in the day's mine of a healthy adult :— 



K,0 ■<J332 

NftjO 3-981 

CaO -SIS'! 

MgO '0806 

N(NH,) .... '4707 

Total baaes . 6'S709 



P,0, (bibaaic) 
PjOs (monoba.'i 
Uric acid ■ 



Here the total acids were in excess of the total bases 
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■9143 gram. This apparent excess is not due to the 
presence of free acid in the urine, but to some organic base 
with which the acid is united. 

Contrast these normal results with the results of 
balancing the acids and bases in the urine of a patient with 
advanced diabetes and threatening nervous symptoms. In 
such a urine the following values were obtained : — 
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■6867 


Ha,0. 
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CaO . 




. -8035 


P^Oj (biiJMie) . 


■8621 








TJrioacid . 
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. 3-U30 


■0371 








CI ... . 


1-6110 
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Total baaes 


. 3'lia8 


Total acids 


3-37liH 



Mere there is an excess of I 
grams of sodium. This large 



over acids equal to 5-7360 
imount of basic material is 



1 the analysis. As all the mineral acid was 
determined in the analysis, the acid in question must be an 
organic acid. Assuming that the acid is all ;8-oxy -butyric, 
the quantity of this body which would be neutralised by 
5-7i4 grams of sodium is about 26 grams. Thus by balancing 
the acids and bases we can obtain evidence of the exoretion 
of a large amount of organic acid. 

;\lthough the nature of the acid excretod in diabetes lias 
been made the subject of numerous studies, the subject ia 
one that calls for still further investigation. In 1884 Min- 
kowski and Kiilz independently discovered in diabetic urine 
an acid which, on being subjected to ultimate analysis, 
yielded results ooiTeaponding to osy-butyrie acid. Other 
observers regard the chief acid of diabetic urine as amido- 
butyrie acid. The evidence, however, appears to me dis- 
tinctly in favour of the view that the chief acid is nearly 
always ^-oxy- butyric acid — 
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In Bome instances of Jiabetes, especially those in which 
the state of coma, has been reachecl or is impending, diacetia 

/CHs.COOH\ 
acid ( I I has been found in the urine. Indeed, 

VcHg.COOH/ 
some writers have attributed to this acid a principal part in 
the causation of coma. Recent investigations ascribe to it 
only a secondary r6le, for we know that it is frequently 
absent when osy-butyric acid is present, and that, even in 
states of oonta, diacetic acid rarely exceeds in amount 
10 per cent, of the total organic acid of the urine. 

Of other organic acids in diabetes we know at present 
almost nothing, but have to admit that other acids may 
possibly play a part in the development of states of intosi- 
oatioD. 

I have explained to you that the acid which passes from 
the blood into the urine of diabetic persons withdraws alkali 
from the organism, sometimes in large amount. This fact 
gives us the key to an explanation of the symptoms that 
arisB where there is a high grade of acid intoxication. 

So long as the cells are able to oSer sufficient ammonia 
for the neutraUsation of the pathological organic acids that 
are found in the body the alkalescence of the blood is not 
diminished. But just as anon as this alkali resource proves 
insufficient for the complete neutrahsation of the acid or 
acids, and sometimes sooner, the alkali of the blood is 
sacrificed to effect the necessary neutralisation. This results 
in a reduction in the alkalescence of the hlood^a reduction 
which has been more than once demonstrable in diabetic 
coma, even by means of our present imperfect methods of 
determining the alkalinity of the blood. 

A considerable permanent reduction in the alkalescence 
of the blood is incompatible with the maintenance of life in 
mammals. The reason for this is evident when we consider, 
even superficially, the conditions of the gas exchange in 
respiration. Thus we know that in the dog the venous 
blood contains from 39 to 48 percentage volumes of carboD 
dioxide, the arterial blood somewhat less. This considerable 
volume of carbon dioxide Is held in the blood, not in a state 
of simple solution, but largely in combination with sodium. 
When an organic or mineral acid enters the blood it dis- 
places the diffusible carbon dioxide and appropriates sodium, 
wbiah leaves the blood by the kidneys as a sodium sal^J 



^ 



BUBETBS S9S 

the pathological add. It is easy to understand the-t if the 
amount of sodium in the blood is distinctly reduced, the 
carbon dioxide liberated in the cells can no longer make its 
way to the lungs to find an exit from the body. Thus it 
happens that there may occur an accumulation of carbon 
dioxide in the fluids and cells of the body sufficient to 
reduce the oxidations in the holy to a point where it is no 
longer possible to maintain consciousness, or even to carry 
on the circulation, Coma and death are the extreme 
clinical expressions of this pathological condition. 

It is well known to clinicians that persons with diabetes 
are peculiarly liable to die in a state of coma. In some 
instances this coma is clearly due to the ordinary causes of 
comft-cerebral lesions, ursemic intoxication, &c. But in a 
considerable proportion of cases the coma has certain well- 
defined cUnical characters which distinguish it from other 
kinds of coma. The most importa.nt of these characters is 
persistent dyspncea with rapid and deep respirations. 

I think I can explain to you why it is that the typical 
I of diabetes — the ' coma dyspnteieum diahetiema ' of 



Eussmaul — is usually unaasociated with cyanosis. 

If we introduce into the circulation of a dog or rabbit a 
certain quantity of an organic or mineral acid, it is possible 
to bring on a state of dyspncea sometimes associated with a 
stuporous condition. If now we determine the content of 
the arterial blood in carbon dioxide and in oxygen, we obtain 
charaoteristic and remarkable results. The carbon dioxide 
in the blood is greatly reduced in amount while the oxygen 
content remains normal. Thus in the classical experi- 
ments of Walter the percentage volume ot carbon dioxide 
was easily reduced from a normal of 23-28 per cent, to 
16 per cent., 8 per cent., or even less, while the per- 
centage volume of oxygen renaained very near the normal of 
10 per cent. 

The dyspncea observed in animals poisoned by acid 
doubtless depends on the accumulation of carbon dioxide 
in the cells. The interference with necessary oxidation is 
due to this accumulation of carbon dioxide in the cells, and 
not to any diminution of oxygen in the blood. The blood 
contains enough oxygen, but the cells cannot get at it. It 
is important for you to understand that the coma observed 
in the course of an intoxication by acid is not a specific 
effect of ^-oxy-butyric acid, but apparently de'gtt'ad.* -laiCT^'i 
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on the capacity of the acid to rob the blood of alkt^^^l 
property possesBed by many other acids. ^^ 

I know of only one observation on the carbon dioxide of 
the blood in diabetic coma. This was made by Minkowski 
on the arterial blood of a patient who had just passed into 
diabetic coma. The analysis showed only 3'34 per cent, of 
carbon dioxide, a reduction comparable only to that seen in 
the most extreme casea ot experimental intoxication. It is 
important to note the fact that the urine of twenty hours 
contained i6'2 gi-ams of oxy*butyric acid. 

Several months before this observation a patient with 
glycosuria waa brought into Naunyn's clinic in Konigsberg 
in a state of coma. Blood taken from the radial artery was 
subjected to analysts in the belief that the case was one of 
diabetic coma. It contained 28-2per cent, of carbon dioxide, 
a normal iimonnt. The autopsy showed the existence of 
purulent menineitis, which was doubtless the cause of the 
coma. Although the urine contained 3-2 per cent, of sugar, 
no oxy-butyrio acid could be found. 

There is a diBposition on the part of some writers to 
question the dependence ot diabetic coma on an acid intoxi- 
cation and to refer the condition to unknown toxins. 
While it is conceivable that unknown poisons ma,y contri- 
bute to the development of coma, I look upon the causal 
relationship of acid intoxication to coma as an established 
fact. The evidence on which I lay the most stress consists, 
first, in the regular development of coma or stupor, when- 
ever the excretion of acid is very large ; secondly, the absence 
of typical diabetic coma when there is little or no excretion 
of acid ; and thirdly, the remarkable improvement in the 
psychical state that follows the restoration of the alkales- 
cence of the blood by the direct infusion of an abimdanee ot 
alkali. 

But coma is by no means the only conReqiiencc of 
the acid intoxication ot diabetes. Long before the coma 
develops the diabetic patient commonly manifests a variety 
of nervous symptoms, such as headache, impaired ment^ 
activity, excessive drowsiness, and an alteration in dispo- 
sition. Although the relation ot these symptoms to the 
state of acid intoxication has not yet received the careful 
study which it desei-ves, I have satisfied myself that a 
relationship has existed in certain cases, the symptoms 
waxing or waning with the increase or decrease of |' 
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'exoretion of acid. An important fact in this connection is 
that patients suffering from tiiese cerebral symptoms of Sboid 
intojuoation are peculiarly sensitive to the evil effects of 
constipation. The lapse of two or three days without a 
movement of the bowels may greatly exaggerate existing 
cerebral symptoms, while free pur^tion is followed by 
prompt ana sometimes remarkable rehef. 

One of the effects of the persistent formation of large 
amounts of acid is the withdrawal of calcium and magnesium 
from the body. This loss is borne chiefly by the bones. 
The bases which enter the blood irom the food being appro- 

Eriated by the acid, the renewal of the slow physiological 
one-waste becomes impossible, and the skeleton is thus 
weakened. 

I think enough has been said to show you how important 
is this element of acid intoxication in the pathology o£ 
diabetes, though it must be owned that we cannot now 
measure its full significance. It must also be apparent to 
you that the mfluence of this element upon the prospects of 
our diabetic patients is one of the first importance. Indeed, 
I have no hesitation in saying that I befieve the quantity of 
acid in the urine is a more reliable guide to the future of a 
diabetic than the percentage or quantity of sugar he is 
excreting, A patient with 2 per cent, of sugar in hia urine 
may have an advanced acid intoxication, while a patient 
with 6 per cent, of sugar may be passing httle pathological 
acid by the urine. A patient with only a few grama 
daily of oxy-butyric acid in his urine is certainly in no 
immediate danger of coma or of severe cerebral symptoms, 
whereas one who is passing 30 or 40 grama of this acid 
every day ia on the edge of the diabetic precipice, if he has 
not actually passed into the terminal coma. Although there 
are exceptions to the rule, a large total loss of sugar in the 
urine is commonly accompanied by the presence of con- 
aiderable organic acid. 

It has doubtless occurred to you to ask how and where 
the pathological organic acids of diabetes are produced, and 
in what way their presence in the urine is related to inability 
of the organism to burn its sugar. These fundamental 
questions cannot be satisfactorily answered at present. 
There are, however, some facts relative to this subject with 
which it is important for you to be acquainted. 

There is excellent reason to believe that both oxy-butyric 
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and diacetic acid, together with the body known aa acetone, 
may originate from the metaboUc decomposition of proteid 
substances. These three substauees, which are very fre- 
quently associated in the same urine, are so closely related 
chemically that there is nothing improbable in the view 
that they have essentially the same origin in the body. 
Please consider tor a moment this relationship. ;3-osy- 
butyric acid — which we can represent as tollowa, 
CH,— CH(OH)— CH,— COOH)— can readily be oxidised 
outsi<lo the body into ace to -acetic or diacetic acid 
(CH;,— CO— CHj— COOH:) and there is no reason to doubt 
that a similar oxidation occurs within the human body, 
although I know of no experimental proof of such a trans- 
formation. 

The relation of diacetic acid to atelone is a simple one. 
Ill fact diacetic acid, CH3— GO— CHa— COOH, very readily 
breaks up into acetone, CH3— CO — CHj and into carbon 
dioxide, CO^. This, doubtless, happens in the body as woll 
as in the laboratory. The close chemical relationship 
between oxy-butyrio acid, diacetic acid, and acetone explains 
why it is that these three bodies are liable to be found in 
excess at the same time in the mine of diabetics. Neverthe- 
less the relation between these bodies is not necessarily 
such as to lead to their undergoing concomitant varia- 
tions. We may find oxy-butyrio acid in fresh urina with- 
out any diacetic acid, and we often find acetone in 
excess when neither diacetic acid nor oxy-butyric acid is tn 
be detected. 

Since oxy-butyric acid la the chief organic acid in the 
diabetic intoxication, and we have a fuller knowledge of it 
than of any other organio acid connected with this patho- 
logical state, I shall confine myself to a discussion of the origin 
and significance of this particular acid. 

Oxy-butyrie acid is generally believed by physiologists 
to be derived from the excessive metabofio decomposition of 
proteid, and there seems to be little doubt that at least it 
part of the acid which is found in the severest cases of 
diabetes has this origin. In most cases, though not in all, the 
organism is not in nitrogenous equilibrium, but is losing 
nitrogen at the time when considerable acid is being 
excreted. It does not follow that whenever the body loses 
nitrogen from increased metabolism of proteid we can find 
oxy-butyric add in ^iba "Vituifc. "?tQ^\A metabolism t 



BIABETES 399 

increased in the early period of starvation, in poisoning by 
ricin, and after the administration of phlorhizin, bnt oxy- 
butyric acid cannot be detected in the urine. We find it, 
however, in the late stage of inanition, and soon after the 
extirpation of the pancreas, in both of which conditions 
there is increased proteidtnetabolisni. 

The presence of glycosuria ia not a necessary condition 
for the appearance of oxy-butyrio acid in the urine, for it has 
been detected in scarlet fever and in measles, in scui-vy and 
in starvation. On the other hand the urine may contain 
large amounts of sugar, as in human diabetea and in 
experimental phlorhizin glycosuria, without the prasencQ 
of organic acids in the urine. Yet it is to be noted that 
very large amounts of the acid have been found only in 



There is evidently some peculiar condition of proteid 
metabolism, entirely unknown at present, which is necessary 
tor the production of oxy-butyric acid. 

Within a few years investigations have been made to 
determine whether oxy-butyric acid may not under some 
circumstances arise from the imperfect oombnstion of fat. 
The recent studies of Magnus-Levy indicate that in diabetic 
coma the quantity of oxy-outyric acid formed and excreted is 
Bometimea enormous. Thus in one instance the quantity 
of this acid and its derivatives amounted to 342 grams in 
three days, and it was calculated that of this quantity only 
271 grams could have been derived from the combustion 
of proteide, the carbon contained in the destroyed proteid 
being far from sufficient to supply the carbon contained in 
the acid excreted. As the patient was receiving no carbo- 
hydrate food, the remaining 71 grams of oxy-butyrio acid 
is attributed to fat, which, as you are aware, is burned in 
Jatge amounts when the organism is deprived of oarbo- 
hyiates. One source of error has, however, to be kept in 
mind when we interpret results like those noted by Magnus- 
Levy. This is that the amount of organic acid excreted by 
the urine iu a given period ia not necessarily all formed in 
that period or in a period of the same length. It is not 
impossible that, owing to some delay in the process of renal 
excretion, the amount of acid excreted in three days was 
actually formed during a longer period, say during four days. 
If this criticism be a legitimate one, it makes insignificant 
the evidence in favour of the origin oi tVie OT^'a.mtt SieA^.^to^a 
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fat. And it must be owned that suet an origin is not in 
accordance with the results following the administration of 
fat in the diet. 

If oxy-butyrie acid were derived to a considerable extent 
from the imperfect combustion of fat, we should expect the 
acid to increase in amount when we substitute fats for 
carbohydrates, as we so often do in the treatment of diabetic 
patients. But we know from clinical experience that the 
condition of the patient greatly improves when we make the 
substitution of fat for carbohydrates, and this improvement 
is hardly consistent with an increase in the formation and 
excretion of osy-butyric acid. Indeed, in one of my patients, 
a middle-aged woman with severe diabetes, the osy-butyric 
acid in the urine fell gradually from 12'1 grams in 
twenty-four hours to 0'97 gram after the replacement of 
carbohydrates by fat. Subsequently she was permitted the 
use of carbohydratesj and oxy-butyric aoid reappeared in 
considerable amount. I have noted similar results in othei' 
cases oE diabetes. 

It is therefore safe to say that we require much more 
evidence than has yet been offered to prove that a portion of 
the osy-butyric acid of diabetes is derived from the imperfect 
combustion of fat. Having several times made the obsen'a- 
tion that the withdrawal of carbohydrates was followed by 
a reduction in the amount of osy-butyric acid in the 
urine, I think we ought to look carefully into the possi- 
bility that part of the acid is derived from carbohydrates 
either from the food or from the cai-bohydi-ate radicle 
of the proteid molecule in the protoplasm of the cells of 
the body. 

Before quitting the theoretical side of Che subject of acid 
intosication in diabetes I ought perhaps to mention some 
recent observations on the relation of butyric acid to aealone. 
Seelmuyden found when he administered butyric aoid to 
dogs under the influence of phlorhizin the acetone excretion 
was increased. Still more recently Strauss and Philippsohn 
obsei-ved an increase of acetone from 36' 9 milhgrams 
in the urine of forty-eight hours to 200-2 milligrama 
when 20 grams of sodium butjTate were added to a 
constant diet. These results are suggestive because of 
the close relationship between butyric acid and oxy-butjrio 
acid. 

I hope I have uon*: swid enough about the acid into 
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of diabetes to marke you realise its pracliiotLl BignifioatioG. Ii 
you neglect to determine whether a patient under treatment 
has organic acidg in the urine in pathological amounts, yoii 
ai-e ignoring one of the most important guides in prognosis. 
Whenever a patient regularly passes more than 5 grams 
of oxy-butyric acid daily, the element of intoxication must be 
kept constantly in mind. The dechne or disappearance of 
the acid under restriction of the carbohydrates of the diet is 
a favourable omen. On the other hand the gradual increase 
of the acid, in spite of careful dietetic regulations, carries 
with it an evil prognosis. But a patient may live for many 
months in spite of the fact that Ms urine contains daily an 
amount of acid equivalent to 15 or 20 grams of osy-hutyrie 
acid. 

Since the determination o£ oxy-butyric acid involves con- 
siderable labour, it is well for you to know that the amount of 
NHa excreted gives ua a rough index to the excretion of the 
acid. Thus it is estimated that a daily output of 2 grams 
of NHg oorrasponds to about 6 grams, 6 grama of NHj to 
about 20 grams, and 8 grams of NS^ to about 36-40 grams 
of the organic acid. The determination of the NHj is a 
compai'atively simple matter. 

Although the determination of the ammonia in the ui'ine 
is a very useful guide to the excretion of organic acids, 
experience has taught me that the urine sometimes contains 
considerable oxy-hutyrio acid when the quantity of NH^ falls 
within normal limits. For this reason I prefer another 
method for chnical work. 

If the urine of a diabetic be concentrated and distilled 
with Strang sulphuric acid, the oxy-butyric acid is deconjposed 
into crotonic acid and water and the crotonic acid can be 
readiljr recovered from the distillate. The quantity of 
crotonic acid thus obtained gives a good idea of the amount 
of oxy-butyrio acid present in the urine. The decomposition 
which takes place is indicated as follows : — 
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Owing to the remova.! of one moleoule o£ H5O from one 
molecule of /J-oxy- butyric acid, the latter oolKpses into 
orotonic acid. 

Passing in review the more prominent tfiots relating to 
the nature of diabetes, we see that the chief characteristic of 
the disease iu its early stage is the inability of the cells of 
the orgaiiiem to utilise carbohydrates. In mild cases the 
amount of unbumed sugiir is small, but in more severe oases 
the failure of the sugar-burning function is so considerable 
that the organism not merely fails to burn the carbohydrates 
of the food, but is unable to burn completely the carbo- 
hydrate moiety of the proteidsof the body itself. In all such 
severe cases the inability to utilise sugar is accompanied by 
the production of considerable quantities of organic acids, 
chiefly osy-butyric and diacetio, which are excreted by the 
urine in combination with ammonia and other bases. The 
loss of weight and strength, the thirst, and the polyuria 
which we observe in severe cases of diabetes, depend on the 
loss of sugar ; many of the cerebral symptoms, including a 
peculiar type of coma, are due to the vdthdrawal of alkali 
through the agency of the organic acids. The fatal issue com- 
monly depends on the union of these two distinct features. 

The failure to burn sugar is closely related, in humao 
diabetes, to disease of the pancreas. The nature of this 
relation is not yet clear, but we are justified in regarding it 
as probable in the highest degree that the cells of this glacd 
normally make an internal secretion in some way necessary 
to the cleavage and oxidation of the sugar molecule. It is 
by no means proven that the pancreas is the seat of disease 
in all cases of human diabetes, and there are instances id 
which the glycosuria can be referred with much likelihood 
to disturbances in the central nervous system, which derange 
the glycogenic function of the liver. Whether the pancreas 
plays any part in tlie cases of ti'ue human diabetes which 
we suppose to be of nervous origin is at present unoertftin, 
but it has not been shown that its influence can be positively 
excluded. As to the conditions of metabolism which lead 
to the formation and excretion of oxy-butyric aoid we are 
still in the dark. 

Some recent students of diabetes have advocat-ed the 
view that the glycosuria has an intestinal origin, and a 
closely connected with the absorption of toxic subetanoes 
normally formei m IW i\gfeatlv6 tract. These subsia 
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id their way into the lymph, unci are ultiuiately neutralised, 
respect to their tosic properties, by meeting the hypo- 
thetical internal aecretion of the pancreas. According to 
this view, which I have already mentioned, the unknown 
toxic substance may act as a poison on the cells of the body 
when it fails to be perfectly neutrahsed, either on account 
of the diminished formation of the ptincreatic secretion or 
becairse the poison ia produced in unusually large amount. 
The failure to bum sugar ia ascribed to the action of the 
poison on the sugar-burning functions of the cella. 

I mention this view of the nature of diabetes, notwith- 
standing it is but feebly supported by experimental evidence. 
The possibility that poisons originating from fermentative' 
and putrefactive decompositions may in some manner impair 
the capacity of the cells to utilise sugar is certainly worthy 
of consideration. The character of these processes in dia- 
betics has never been carefully studied. Efforts have, how- 
ever, been made to induce diabetes in dogs by feeding them 
on fascal material from diabetic patients. It is claimed by 
Topfer that he succeeded in obtaining poaitive results from 
this procedure. Other observers have, however, entirely 
failed. It is also stated that the intravenous injection and 
the feeding of bacteria fi-oni diabetic stools yielded positive 
results in dogs and cats. The data are so few with reference 
to this important question that we cannot form a judgment 
of any vaJue. I may mention, however, that I introduced 
considerable amounts of the fEecea from a patient in diabetic 
coma into the intestine of a dog and into the stomach of a 
monkey without any appearance of glycosuria. 

An attempt has very recently been made by Leo to prove 
that there must be some unknown toxic substance in the 
blood to account for the phenomena of diabetes. He argues 
that acetone, diacetio acid, and oxy-butyric aoid do not 
occasion glycosuria, and that diabetic coma, the Bremer 
reaction, and the occurrence of neuritis cannot be explained 
by any known tosic ngents pertaining to diabetics. On in- 
jecting subcutaneously into dogs the urine of diabetics, this 
writer finds that a glycosuria arises which cannot _ be 
accounted for by the sugar present in the injected urine. 
Hence the conclusion that the urine contains an unknown 
poison, derived from the blood of the diabetic and capable 
of Betting up glycosuria. We have not time to discuss this 
J^^othesis and the experiments on which it is b&?«&. \ ■oi'M^ 
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say, however, that I regard experiments of the sort on which 
thiB hypothesis rests as untrustworthy for soiGntiflo research 
and incapable of deciding the question at issue. I mention 
the esperiments because it is proper for you to know that 
there are other hypotheees as to the nature of diabetes 
than the one I have presented to j-ou. 

In the few minutes that remain to us before the close of 
the hour allow me to call your attention to some points con- 
nected with the prognosis and treatment of diabetes. I 
have already intimated that the severity of a case of diabetes 
cannot he ascertained merely by determining the percentage 
and quantity of sugar in the urine. It is, indeed, not very 
" uncommon to bear it said that a partioular diabetic is not a 
bad caso because bis urine is not much increased in volume 
and shows only 1 or 2 per cent, of sugar. But if a 
patient on a diet much restricted in carbohydrates passes 
1 or 2 per cent, of sugar in his urine, he may in reality 
be the victim of a severe form of disease, and may be in more 
danger than another patient who has 4 per cent, of sugar 
while eating a liberal amount of carbohydrates. Thus you 
perceive it is neoessaiy to take into consideration the 
character of the diet before one forma a judgment as to the 
signiticanco of the percentage of sugar in the urine. If you 
find that on greatly reducing the carbohydrates or on wholly 
withdrawing them from the dietary the ui-iue no longer con- 
tains sugar, it is evident that there is still a considerable 
assimilative capacity for sugar on the parb of the cells of the 
organism., because the body continues to bui-n oompletely 
the sugar which we know to be constantly split off from the 
proteid molecule in the course of the normal metabohsm nf 
the cell-pro teids. On the other hand, the appeai-ance of 
sugar after the withdrawal of carbohydrates shows that the 
sugar-splitting functions of the cells are so greatly impaired 
that the sugar derived from cell-proteSd cannot be utiUsed. 
If sugar continues to appear in the urine after the complete 
withdrawal of carbohydrate for five days, the prognosis is 
unfavourable, and the larger the amoimt of sugar, iu propor- 
tion to the nitrogen excreted, the worse is the outlook. 

By experimenting with the carbohydrates of the diet we 
can determine for each diabetic patient the degree of his 
assimilative capacity for this class of food-stuEFs. It ia im- 
portant to determine this, because a, persistently low 
assimilative C8.pac\ti7 i^ of evil omen, whereas a high a 
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increasing ability to use oarboliydrates without producing 
glycosuria ie a favourable prognostic indication. It ia, 
however, to be borne in mind that the ability to assimilate 
carbohydrates is not a fined thing in any patient, and that 
this ability may rapidly improve or rapidly decline. 

Quite as significant as the assimilative capacity for sugar 
ia the quantity of organic acid in the urine. An amount of 
acid in the urine, equivalent to one or two grams of oxy- 
bulyric acid daily, can be detected in many eases of diabetes 
which are running a mild and chronic course. Suoh 
quantities are consistent with a prolonged maintenance of 
life. But when the amount rises to 20 or 30 gi-amg of 
acid ia twenty-four hours, the normal alkalescence of the 
blood is threatened, and your patient is moving towards the 
brink of terminal coma. You can form some estimate of 
the imminence of this fatal event by watching the organic 
acids of the urine. 

It is well luiowu to cHnicians that age influences the 
prognosis of diabetes in a very definite manner, the outlook 
being worst in the case of children and best when the 
disease begins in the second half of life. We can picture to 
ourselves why this should be so. In childhood the oxida- 
tive activities of the cells must be intense in order to carry 
on cell-growtb in addition to maintaining the body. A dis- 
order of the cells, which is go profound that the organism 
suffers in its assimilation of sugar, Hkewise impairs the 
capacity of the cells to grow. The oxidative activities 
essential to growth cannot be carried on, and development 
is at first retarded, and ultimately ceases. The patient now 
becomes susceptible to many intercurrent diseases, and ia 
apt to die from one of these, if not from the coma of acid 
intoxication. In adult life the development of diabetes is pro- 
bably less serious, because no provision has to be made for 
the nirther growth of the cells of the body, and the loss of 
sugar can better be sustained. In persons beyond sixty the 
cell activities grii.dually grow less intense than in adult life, 
and there is normally some loss in bodily weight. The loss 
of a little sugar by the urine is, under tnese circumstances, 
less important to the organism than when the full caloric 
espenditurea of adult life have to be met. 

The diabetes which follows traumatisms, or psychical 
insults, ie less apt to progress rapidly than the cases ot 
apparently spontaneous origin. Person?. mtWixeft. \sj dwa\'w^ 
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iiauolly have a less serious type o£ diabetes than those who 
are poorly nourished. This, perhaps, has to do with the 
tact that in corpulent persons the capacity of the digestive 
tract for the digestion and absorption of food is apt to be 
better than in thin persons with digestive disorders. This 
capacity to absorb food products is very important to the 
diabetic, for it enables him to compensate the loss of sugar 
by eating and digesting an abundant supply of food. Where 
chronic digestive disorders exist the loss of sugar by the 
nrtne cannot be made good in this way, and the patient is 
liable to fail rapidly, 

We may summarise as follows with reference to the out- 
look for diabetic patients: — 

A mild form of the disease is indicated by (a) a fair and 
increasing assimilative capacity for carbohydt'ates, (6) the 
absence of organic acids in the urine, (c) an onset after the 
fiftieth year, (tl) an inclination to obesity, (e) a vigorous 
digestion. 

A serious tyjie of the disease is indicated by (a) persis- 
tently low assimilative capacity for carbohydrate b, (b) a con- 
siderable and inci'easing amount of organic acid in the 
urine, (c) onset during childhood or adolescence, {d) rapid 
loss of weight, (c) the occurrence of severe forms of diabetes 
in persons closely related. 

It seems hardly neoessary to remind you that the ability 
and willingness of^ the patient to take suitable care of him- 
self has much to do with the prospects for the prolongation 
of life. 

The treatment of diabetes involves a careful adaptation 
of the diet to the individual requirements of the patient, and 
makes necessary a consideration of habits of hfe,with special 
reference to exercise, rest, out-of-door occupation, mental 
and emotional strain, &a. Although treatment resolves itself 
largely into hygienic procedures, the question of using drugs 
has to be considered in many cases ; and recently there has 
been added to the list of therapeutic measures the use of 
preparations of pancreas in the hope of supplying the 
organism with a missing internal secretion. Let us inquire 
very briefly what therapeutic results may be expected from 
the different means of treatment. 

As you are doubtless aware, a diminution in the carbo- 
hydrates of the food is almost regularly followed by a 
diminution in the excretion of sugar, or, indeed, by its entire 



disappearance from the urine. In some instancea a mode- 
rate restriction ia carbohydrate food is quickly followed by 
the diaappearanee of sugar from the uriEe. In other easea, 
withdrawal of the carbohydrates is necessary to bring about 
this result, and in still other patients this esolusion of sugars 
and starchy food fails to check completely the glycosuria. 
This abolition or subsidence of glycosuria, after restriction 
in carbohydrates, is the key to the dietetic treatment of 
diabetes. We restrict the carbohydrates in proportion to 
the severity of the diabetes, or, more accurately, in pro- 
portion to the patient's disability to utilise this class of 
food-stuffs. 

A transient diminution in the amount of sugar excreted 
does not necessarily indicate that the condition of the 
diabetic has changed for the better, though it is possible 
that the corresponding reduction in the sugar content of the 
blood spares the organism from some toxic effects of this 
BUgar. But the restriction of carbohydrates commonly leads 
I to a result of much more importance than the mere tempo- 
i r»ry diminution in the sugar excretion. It leads to an 
increase in the capacity of the cells of the body to bum 
sugar. This is shown by the fact that a diabetic whose sugars 
and starches have been restricted for a time becomes able to 
take an increase in carbohydrate diet with a smaller loss of 
sugar by the urine than had been the case previously to the 
restriction and on the same diet. Another highly important 
result of such restriction is a reduction in the quantity of 
oxy-butyric acid which is excreted. I have noticed such a 
reduction in every instance where a patient was suddenly 
deprived of carbohydrates. 

For the sake of convenience we may somewhat arbi- 
trarily divide our diabetic patients into three classes. We 
have, first, the mild casas^that is, the cases in which a 
moderate restriction in carbohydrates is followed by a com- 
plete disappearance of sugar from the urine. It is not 
necessary to insist on extreme restriction. In elderly 
persons, where there is often little liability to an increase in 
the severity of the disease, it ia only necessary to check the 
naore gross errors of diet by the exclusion of potatoes, bread, 
pastry, &c. It is not always desirable to resort to a diet 
which completely removes the sugar from the urine, espe- 
cially if such a diet is attended by a loas of strength. In 
the case of young persons, where there is considerable 
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liability to develop a. severe form of disease, it is uecesGU 
to pi-aetise much more severe dietetic restrictions. 

In order to teel certain that we are really dealing vrlth a 
mild form of diabetes, it is necessary to test the tolerance of 
the diabetic from time to time. I aay from time to time 
because it is a well-recogmsed fact that the tolerance is apt 
to vary considerably at different periods. 

In the ' m.ild ' type of diabetes it requires the addition 
of 60 to 90 grams of bread daily to a diet consisting of 
1 litre of niilk, 200 grams of proteid (eggs and meat), and 
110 to 135 grama of fat, in order to cause glycosuria. 
To make this test satisfactory it is necessary that the patient 
should have been for five days previously upon a diet almost 
free from carbohydi'ate food, and prevmusly to this for a 
fev» days on" a diet containing only a moderate amount of 
carbohydrate material. 

In the second set of cases — namely, those of moderate 
severity— a very considerable or complete deprivation in 
carbohydrate is necessary to free the urine of sugar. Here 
we are compelled to greatly curtail the use of sugar and 
starch -holding food. Experience tcEMshes us that it is best 
to bring about this curtailment in a particular manner, 
Two or three times in the year these patients are wholly out 
off from carbohydrates for three weeks. During the intervals 
they are pennitted a moderate amount of carbohydrate food 
OD condition that they practise a three days' fast from such 
food every two or three weeks. These alternations afford 
the best opportunity for au improvement in the assimilative 
capacity of om- patients. 

In the third set of cases, where the utmost practicable 
exclusion of carbohydrates fails to fi-ee the urine of sugar, 
the prospect is ' dubium ad malem vergens ' under any known 
form of treatment. The urine in these cases usually con- 
tains a large quantity of organic acid, and we have the 
element of an acid intoxication to keep in mind. But, in 
spite of the bad prognosis in most of these patients, we can 
probably do something to prolong life a few months, or even 
years, and render existence more comfortable by minimising 
the liability to complications. It is necessary to be strict 
in regard to the use of carbohydrates, but it is unwise to 
completely exclude these foods, because such rigid restric- 
tion impaii-s the appetite and strength of the patient, A 
SDjall amount of easily digested carbohydrate food i 
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■therefore permitted most of the time. The Huotley & Palmer 
Iweakfa at biscuit, peas, string heans, and milk give ua this 
food in the most available form for diabetics. But it will 
not do to allow your patients to continue uninterruptedly 
on even a small allowance of carbohydrates. It is wise to 
practise the utmost restriction in such foods three or four 
times each year during a period of one month. This is 
done in the hope of improving the tolerance of the patient 
for carbohydrates. Sometimes ihis hope is realised ; often 
it is not. 

I oannot impress on you too Btrongly the necessity for 
individualising in the treatment of your diabetic patients. 
Id is necessary to determine the assimilative capacity of each 
patient for carbohydrates, not once but many times, in order 
to obtain the best results from dietetic regulations. The 
main indication is to reduce the glycosuria and the organic 
acids at the same time that the strength of the patient h 
husbanded. It is easy to err in the direction of excessive 
restriction of the carbohydrates in following too zealously 
the aim of doing away with the glycosuria. This mistake 
was very common in the middle of the last century. To-day 
the tendency appears to be in the opposite direction, and the 
results are equally disastrous. We must steer a middle 
course if we would avoid both Scylla and Charybdis, but 
there are no liide-bound rules to guide us in this difficult 
course. 

The form of carbohydrate food which is best assimilated 
by diabetics varies somewhat with different individuals, and 
in every severe case an effort should be made to ascertain 
individual peculiarities. In most persons starch contained 
in green vegetables seems to be the most readily burned 
variety of carbohydrate. Usually Iffivulose or fruit sugar is 
much better utilised than dextrose — at least for a period. 
This fact can often be utilised in treatment. Milk-sugar and 
cane-sugar are commonly better burned than dextrose, but 
not so well as Irovulose. 

The tact that Itevulose is better tolerated than dextrose is a 
fact of considerable theoretica,! interest, although we do not 
understand its significance. We know that certain varieties 
of yeast will decompose one kind of sugar and leave un- 
tonohed the molecules of other varieties, much as a particular 
key will turn one lock but not another. This fact suggests 
to as that there may be a somewhat analogous esplc^natiou 
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of the behaviour of the cella to dextrose and lEevuloae. The 
remaining hypothetical ferment of the hypothetical internal 
secretion of the pancreas may conoeivably enable the cells to 
act on Ifflvuloae but not on dextrose. 

I have repeatedly mentioned the necessity for restricting 
the carbohydrates of oui- diabetic patients, but have said 
nothing about the replacement of the caloric energy of whiGh 
the organism is thus deprived. In health an adult man 
eats, let us say, 400 grams of carbohydrates daily, yielding 
1,640 calories gross. If we restrict him to 100 grams of 
carbohydrates we cut off 1,230 calories, which, of course, 
must be replaced. Experience teaches us that we can best 
replace the greater part of this by tat, and a smaller portion 
of it by means of an increase in proteid. The addition 
of 100 grams of fat to the diet would furnish about 950 
calories. The addition of 100 grama of proteid would 
yield 410 calories. Thus the substitutions would more than 
compensate the loss of caloric energy from the carbohydrate 
reatrictiou. In the severest cases of diabetes we may be 
compelled to replace the carbohydrates by proteids and fats 
to even a greater extent than in the case just mentioned. 

Patients often tire of the use of so much fat in the diet. 
We can, however, replace fat in a measure by alcohol, aad 
I consider this one of the most rational indications for the 
use of alcoholic preparations. The high caloric value of 
alcohol (8'5 large calories to the gram) is here very 
serviceable. Sixty grams daily — a very moderate quantity 
where gastritis does not exist-— would give about 510 large 
calories ; a not inconsiderable portion of the requirements 
for the day. Clinical experience gives support to the prac- 
tice o( using alcohol in severe forms of diabetes, and it baa 
often been observed that the fats are more palatable where 
alcohol is used — a circumstance which can be tiu-ned to good 
account. 

It is of great importance in every case of diabetes to 
insui'e to the patient an out-of-door life, physical exercise 
adapted to the individual needs, and freedom from worry, 
It is also more than ordinarily important to keep the akin 
scrupulously clean in order to guard against the infection 
to which diabetic patients are so liable. 

At the present time we have little to expect from the 
use of drugs in the treatment of diabetes. Many ren 
Jiftve been put on, ttae ^ca-tkat 'with testimouiala as to 
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almost miraculous efiBoaey, Wo have arsenauro, glyko- 
eolvol, Baccharoaolvol, antimellin, vin urand Peaqui, and 
many others, but it will not do to overlook the fact that in 
the caaea where gi-eat improvement or 'cures' have been 
claimed we either know nothing about the dietetic con- 
ditions or we know that the carbobydratea have been much 
resiaricted. The efficacy of an anti -diabetic drug muat be 
judged by its power to diminish the escretion of auear while 
the diet remains unaltered. It cannot he denied tnat some 
dmgs fulfil this important condition in some cases. Opium 
and its alkaloids, antipyrine, salicylic acid, and jamhul, are 
capable of diminishing the glycosuria of some patients. 
The effects of moi"pIiine and codeine have been moat care- 
fully watched, and it is undeniable that a noteworthy 
reduction in the glycosuria is often observed even in some 
of the most advanced cases of diabetes. It is possible that 
this effect is referable to the diminution in the intensity of 
nitrogenoua metabolism observed under the influence of 
morphine, but I am inclined to think the effect on the glycos- 
uria ia sometimes too considerable to admit of this explana- 
tion. The influence of salicylic acid is perhaps due to its 
action in modifying bacterial activity in the intestinal tract, 
but on this point we cannot apeak vrith confidence. 

Alkaline salts have been extensively used in the treat- 
ment of diabetes by means of various mineral waters. The 
use of such waters seems specially indicated in gouty 
peraons. It is not clear that they are of use in the ordinary 
forms of diabetes. There is, however, one set of cases in 
which the use of alkalis is strongly indicated. These are 
the cases of diabetes in which the patient is in coma or in a 
condition where coma seems imminent. Indeed, we may 
say that the alkali treatment should be instituted wherever 
the ammonia excretion is increased. 

I have already called your attention to the fact that in 
the acid intoxication of diabetes the blood and tissue cells 
are ultimately robbed of their alkali. This being the case, 
it naturally occurs to one that the introduction of alkalis 
would have a certain therapeutic value owing to the 
neutralisation of the acid or acids which threaten to reduce 
the alkalescence of the blood. Experimentally it has been 
found that rabbits poisoned by hydrochloric or other acid 
are quickly brought out of danger of death by the intravenous 
infusion of alkaline carbonates. In the huma-tv 'iM!o\«'^ "■^ 
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hftB been found that the excretion of ammonia by the urine 
can be very greatly decreased by the internal administration 
of sodium bicarbonate or sodium citrate. This, of course, 
means that the sodium enters into combination with the 
organic acid. In the case of the bicarbonate the displaced 
carbon dioxide finds its way to the lungs and is liberated 
there ; on the other hand, the ammonia of the tissues which 
had previously been diverted from the tonuatioo of urea, 
being no longer required for the neutralisation of acid, is 
now able to reach the liver and undergo the physiological 
conversion into urea. But the alkali which we administer 
does more than this. It also spares the calcium, mag- 
nesinm, sodium, and potassium, of which the organism is being 
deprived in severe cases of diabetes. In saving the sodiam 
and potassium we spare the materials required to re-establish 
and maintain the alkalescence of the blood. It is on this 
saving of the sodium and potassium of the blood that the 
therapeutic effect of the alkali treatment depends. 

In order that the alkEili treatment of diabetic coma should 
prove successful it is essential to employ large doses of the 
alkaline salts. The organic acids, on which the reduction of 
alkalescence depends, ars produced in large amount, and 
continuously, by the cells of the or^nism. In order to 
□eutraKse this acid, even temporarily, we must use our alkalis 
freely. Probably the best treatment consists in making 
daily one or two intravenous infusions of a 2-per-cent. 
solution of sodium bicarbonate in a ■6-per-e6nt. solution ol 
sodium chloride. The quantity introduced should be 1 or 
1^ litre at each infusion. Five grams of sodium bicsJ- 
bonate should also be administered every two hours during 
the day and night. If we use less alkali we can hardl; 
expect to cope with the intoxication. Even with the largo 
quantities of alkali just mentioned success is not assured, 
but in many instances the introduction of the alkali is 
followed by a rapid restoration of consciousness. I am 
strongly disposed to believe that the failure to see improve- 
ment after infusion has often been due to the use of in- 
sufficient amounts of alkali. 

But even at best the alkali treatment of coma is only 
palliative. The Infusion of alkaline salts does not check the 
production of acid or increase its combustion ; it merely 
neutralises the acid which is acting harmfully on the allo- 
lesoence oHjW W.ooi. ^ft\awjd«ltty death a few d 
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waeks, or poaaibly months. More than this we cannot 
expect mitil we find some way o£ modifying the activity of 
the cells, ao that they arc able to burn the organic acids, 
or until we discover some method o( checking the excessive 
production of acid. 

The advent of ooma can, I beheve, always he predicted 
by a study of the urine. The alkali treatment should be 
commenced long before the ouBet of actual coma in all caaea 
of diabetes which show a large excretion of organic acid. 
In addition to this the contents of the intestme should 
frequently be evacuated by means of castor oil or salines. 
Free catharsis in the ante-comatose stage of acid intoxica- 
tion has a remai'kable effect on many symptoms such as 
dizziness, headache, and restlessness. The phenomena of 
marked improvement in these cerebral symptoms under 
the influence of cathartics suggests that the state of 
bactarial activity in the intestine and of food absorption 
beui's an important relation to the acid intoxication. 

The therapeutic use of the pancreas in diabetes is based 
on the view that the disease depends chiefly on the defect of 
an internal secretion furnished by this gland, and that this 
secretion can be furnished to the organism by introducing the 
pancreatic tissue of animals into the digestive tiact of the 
diabetic. In view of the highly notable results obtained in 
the treatment of myKoadema by the use of the thyroid 
gland, it is perhaps not surprising' that somewhat analogous 
effects should he hoped for in diabetics fed on pancreas. 
The results have, nevertheless, been disappointing. The 
pancreas has been administered sometimes as the gland 
itself, sometimes as a glycerine extract, in a considerable 
number of cases of diabetes. Some improvements and some 
cures have been claimed, but it is quite evident that the 
practical results obtained up to the present time do not 
justify the hopes originally entertained. More experience is 
certainly required to detinitcly settle the value of this method 
of treating ^betes, but I confess much scepticism in regard 
to it. There is no evidence that the administration of pan- 
creas or its extracts really increases the ability of the cells 
to bum sugar. I do not think this inconsistent with the 
doctrine of the pancreatic origin of diabetes, for we have no 
right to Gxpeot the hypothetical ferment of the pancreas to 
pass uninjured through the digestive tube into the blood, 
and ultimately reach the cells where it is needed to B.i.4 vl^ 
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the combustion of sugar. Even t!ie subcutaneous injection 
of tbe bj'potheticul fermeat, could it be isolated, might fail 
to reach the right cells under the right conditions to do what 
was hoped for. In one direction the internal use of the raw 

Sancreatic gland has shown itself to he highly efBcacious. 
bis is in effecting the subsidence of the steatorrhcea, or fat 
diarrhcea, which is present in those cases of diabetes in 
which there is advanced atrophy of the pancreas, and hence 
a defective secretion of pancreatic juice. But on this sub- 
ject I have already said enough in another connectiou. 
(Lecture VIII.) 

Thus one has to admit that in the treatment of diabetes, 
we have, at present, to rely mainly on carefully and in- 
dividually adjusted hygienic measures, of which diet is by 
far the most important. Wo can hardly hope to do more 
than we are doing now until we know more about the real 
nature of the disturbed cell activities which lead to the 
failure to burn sugar. This is only another way of saying 
that we must see deeper Into the nature of the oxidations 
carried on by cells before we can even hope to establish a 
curative treatment of diabetes. ^^H 
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There aie certain topics closely connected with the chemical 
pathology of digestion and metabolism of which it, is 
important that I shotdd speak to you before concluding this 
winter's course of leofcures. I have in mind Bspecially the 
subjects of fltarvaftoii, mM.ta.'itQxjLa, and obesity. 
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In the practice of medicine we frequently meet with 
nutritional disordera that are the result of starvation. 
Usually the inanition ia not complete, for it ig only seldom 
that patients are so conditioned that they absorb no food 
from the digestive tract during a considerable period of time. 
But the nutriment absorbed ia often eo sUght in amount that 
a considerable or even extreme degree of emaciation results. 
It may be that the patient is taking into hie stomach a, 
considerable quantity of food, and that the impaired nutrition 
depends more on disturbed absorption than on a want of 
food. Cases of this sort are especially apt to be misleading, 
and it is only by keeping in mind the pathological characters 
of inanition that you will be enabled to recognise the nature 
of such cases from the character of their metabolism. I 
win give you an example of what I mean. A patient 
suffering from repeated vomiting and constipation grows 
gradually very thin and becomes bed-ridden from want of 
strength, You find the vomited matters contain little or no 
free hydrochloric acid, and although no abdominal tumour 
can be felt, you suspect cancer as the cause of the emaciation. 
You examine the urine and find it contains only a trace of 
sodium chloride. Then you know that the patient's loss of 
weight and strength is due to inanition, although he takes 
considerable food. The loss in weight does not require ua to 
suppose that it is due to the cachexia of malignant disease, 
for it clearly depends on the repeated vomiting. The vomit- 
ing probably depends on a stenosis of the pylorus, and this 
may or may not be malignant in character. Without 
knowing the state of the chlorine elimination we might 
hesitate to refer the failure in nutrition to the occuiTence of 
vomiting. 

It is important to make a distinction between acute 
starvation and states of chronic inanition. The former 
condition has been carefully studied by modern methods of 
research, and has taught ua much. States of chronic 
inanition have received less careful attention, though they 
are of more practical importance to the clinician. Let us 
consider, first, the chemical pathology of acute starvation. 

Acute starvation is produced by the sudden withdrawal 
of all nutriment from a person who has previously been 
well nourished. The essential feature of the condition is 
that the subject lives on his own cells or on nutrient 

^terials stored in his own cells and. fi^aife, "?iw'\.'fve«:& 
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materiaJ, such as the fat in the oells aai the proteid in the 
plasma or lymph, now begins to be used. The subject of 
acute starvation also uses very largely the protoplasm of his 
muscles as materials for the maintenance of oxidative and 
other processes essentia! to life. 

In the first days of acute hunger the activity of the 
metabolic processes is Lttle below that on a full diet. Thus 
in a classical experiment the caloric expenditure of the 
subject was 2,362 calories in twenty-four hours in a state of 
rest and while taking food. Under the same condition, but 
in starvation, there was a fall to 2,320 calories. This slight 
difference in caloric expenditure may be regarded as corre- 
sponding to the caloric requirements of the digestive glands, 
which cease to functionate during complete starvation. Since 
the activity of metaboUsm as indicated by the heat produc- 
tion is so httle reduced in the early days of starvation, one 
would aspect to find the daily intake of oxygen and the daily 
excretion of urea to he little altered. This is in fact the case. 

With the prolongation of the period of hunger the 
general metabolism becomes modified by the influence of 
two factors: first, the loss in weight, and second, a slight but 
distinct reduction Jn the intensity of certain vital activities. 
The loss in weight during starvation depends on the con- 
sumption of unreplaced proteid and fat in the body-cells 
and on the toss of water and salts. In most instances of 
experimental staivation the subject has been permitted to 
take water. Without thia use of water the loss in weight 
would be far greater. But even when the subject is not 
restricted as regards water a loss of weight is soon perceptible. 
This loss amounts to about 1 or 1'5 per cent, of the body- 
weight each day. You can readily see that after the lapse 
of a week or ten days of starvation there is a sufficient 
diminution of cell -substance to give rise to a distinct 
reduction in the total heat production each day and to a 
marked decrease in the excretion of urea, even were destructive 
metabohsm to proceed with the ordinary intensity. The 
breaking down of the cells proceeds, however, at a somewhat 
diminished pace. Consequently we see a diminished caloric 
expenditure per kilo, and also a diminished excretion of 
nitrogen. For esample, it has been estimated by Von 
Noorden that the caloric loss in a normal well -nourished 
man amoimts to about 3i calories per kilo, while that of ft 
starving subject la SO to ^'i eaVoma ijer kilo. 
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The combination of the loss in weight and the diminution 
of cell activity per kilo occasions a. considerable diminution 
in the output of nitrogen per day, this excretion oocuriing 
chiefly in the form of urea. Thus the results obtained from 
the study of the professional stavvevs Cetti, Breithaupt, and 
Succi jostity the conclusion that the total loss of nitrogen 
per day by the urine amounts to about 9 grams during 
the first days of starvation. This ia equal to & little more 
than 18 grams of mea. The normal quantity, however, 
of urea excreted in health by men of average weight is from 
25 to 30 grams or even more. If we include the nitrogen 
lost by the faces, the daily loss of nitrogen in each case 
would be somewhat higher. 

I wish you to notice that although there is thus a marked 
fall of the nitrogen output in the early period of starvation 
the quantity lost is by no means inconsiderable. Ten 
grams of nitrogen lost by the urine represent 62S grams 
of proteid. There are cases of disease accompanied by acute 
atai-vation in which the loss of nitrogen is much greater, but 
this is probably owing to the action of protoplasmic poisons, 
which give rise to an excessive destruction of cell material. 
Acute phosphorus poisoning is a typical example of a 
state in which such excessive destruction occurs. One may 
suspect the activity of a protoplasmic poison whenever the 
deatmctive metabolism is distmctly increased in the early 
stages of starvation. 

In the later stages of inanition we see a still greater 
falling off in the nitrogen excretion. This is due partly to 
the increasing loss of weight and paiily to the diminution 
ID the intensity of metabolism. In one case the nitrogen 
^cretion of a male patient fell to i-417 grams in twenty- 
four hours on the twenty-eighth day of the fast. The 
nitrogen excretion per kilo, in this case equalled 0'085 
gram, Here the nitrogen leas per kilo was very low 
indeed compared vrith the average output from the first to 
the tenth day of abstinence, which was about 0'15 to 023 
per kilo. Other observations of a similar tenor are recorded. 
In women the nitrogen excretion falls even lower than In 
men, ovring probably to the smaller weight of the body. 
In one adult female the nitrogen excretion fell to 2'794 
grams in the twenty-four hours from the fifteenth to the 
sixteenth day of inanition. 

I wonder whether it has occurred to you tcs »«.'&. ■^V'aX 
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Bubstancea in the body supply tbe greater part of the fuel 
for combustion during a state of inanition. The question 
is one of considerable interest, and can be readily answered. 
The body contains at least three kinds of combaatible 
material which might he drawn on in starvation — proteids, 
fats, and carbohydrates. In starvation the supply of carbo- 
liydrate material is soon exhausted, as is shown by the veiy 
great reduction of the glycogen in the liver and muscles. 
The organism must therefore Hve on its proteids and tats. 
In what relative proportion are these two constituents of the 
organism taxed ? There fire two facts which enable us to 
determine this for every case. First, a knowledge of the 
nitrogen excretion ; and second, a knowledge of the calorie 
expenditure for the twenty-four hours. The nitrogen output 
by the uritie gives us the quantity of proteid which is 
broken down, sinoe 1 gram of nitrogen equals 6-25 grams of 
proteid approximately. It also gives us the heat value of 
the proteid consumed. But as we know the total expendi- 
ture of heat in the twenty-four hours we can readily calcu- 
late how much fat it would require to make this good. An 
example will make this clearer. A man with abundant 
adipose consumed 50 graras of his own proteids on the 
second day of starvation. This was calculated from the 
nitrogen excretion. These 50 grams of proteids yielded 
about 205 calories. Now the total caloric expenditure for 
the day was 2,102'2 calories ; in other words, this man 
obtained caloric energy equal to 1,897'2 gi-ama from the 
consumption of his fat. In another instance a lean patient 
consumed 88 grama of proteid, vrith a value of 360'8 
calories. But the total caloric loss having been 1,848'8 
calories, 1,488 calories must have been derived from fat. 
You perceive that iu the first case 90'3 per cent, of the 
caloric energy was derived from fat ; iu the second, 80'5 per 
cent. It is thus clear that even in lean persons by far the 
greater portion of the energy expended in carrying on the 
various processes of life comes from stored fat. It is a 
significant thing that the fat-like substance in the nervoes 
system, which exists there in abundance as the compoiiud of 
phosphorus which we know as lecithin, does not suffer 
materially in starvation. Perhaps this is one reason why 
important nervous functions may be little impaired even in 
advanced oases of starvation. 

The cirGumstance \i\iaL't «. ^'usktoi^ inajx lives on his h 
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and proteids explains a well 'established peculiarity in the 
respiratory exchange of gases — namely, that while the in- 
take ot oxygen is not diminished per kilo weight in starva- 
tion the oo^ut of COs is diminished very distinctly. As 
the physiologists say, the respiratory quotient is lowered. 
This depends on the (act that the same qnantity of oxygen 
hums very different quantities of the three leading food- 
stuffs. 

Thus :— 
100 grams of O3 bums 35 grams of fat to COs-t-HjO, with 

a yield of 325 calories. 
100 gi'ams of Oo bums 84'4 grams of carbohydrate to 

COj + HjO.'with a yield of 346 calories. 
100 gi-ams of Oj bums 74-4 grams of proteid to CO2-I-H5O 

+urea, with a yield of 362 calories. 
It is clear from these facts that, on theoretical grounds, 
we should expect a much larger yield of COa as a combus- 
tion product where carbohydrates are used as food than 
whei-e they are not. Careful phyeiological experiments 
show that on an abundant carbohydrate diet the respira- 
tory quotient /'CO^JormedN -^ ^^^ f^^. j^,^^ ^ ^^ ^.j^^ 

other hand a person on a proteid diet has a respiratory 
quotient not far from 0'73, and on a diet chiefly of fat 
a quotient of about 070. In etai'vation the respiratory 
quotient is usually 0'70 or less ; that is to say, the respiratory 
gas exchange behaves as it does in persons on a diet of 
proteid or fats. This is exactly what we should expect. 

In starvation the respiratory quotient has been known 
to fall as low as 0'50. There is only one way to explain 
such a figure as this — namely, on the supposition that it is 
owing to the accumulation in the blood of unburned carbon- 
holding substances. 

How long is it possible to prolong iuanitioii without 
lasting impairment of health or danger of death ? Fortu- 
nately cases of absolute starvation for such long periods 
are extremely rare, except as the result of dehberate experi- 
ment. The professional Sueci starved thirty days without 
seriouB after-effect. Merlatti and Tanner are supposed to 
have starved forty and fifty days respectively, but we are 
not certain that their fasts were absolute. As regards the 
loss in weight that is consistent with human Hfe, we canuat 
give a wholly satisfactory answei. 1\, is, \;^^vaialwa4., Vw« - 
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ever, that death from acute staiTation could not be long 
delfiyed after the patient had lost one-lhird of his original 
weight 

I think you can understand that we should expect a very 
important alteration In the character of metabolism after the 
fat of the body has been nearly or wholly consumed. Such 
a complete consumption of fat would ueceBsarily lead to a 
state of metabolism in which all the heat expended would 
have to bo furnished by the destruction of proteid. This 
leads to an enormous terminal increase in the excretion of 
nitrogen. I am not certain that this condition has been 
observed in human starvation. 

The temperature of the body remains normal in acute 
starvation or is only shghtly depressed. This harmonises 
well with the fact that the oxygen utilised by the body per 
kilo weight is not lessened, and that heat production is 
little impaired. We should of course expect the temperature 
to he maintained at the normal level on purely a prion 
considerations, since it is well known that any considerable 
and persistent lowering of this temperature is incooipatible 
with the maintenance of those oxidative processes which are 
essential to life. In animals that are starved to ths point 
of death the temperature falls considerably in the last hours 
or days of life. A similar fall you will sometimes observe in 
the course of chronic inanition. In esperimente on animals 
life has been considerably prolonged by placing them in a 
warm chamber after the body temperature has fallen. 

Having now sketched for you some of the more general 
features of the deranged ohemistry of acute inanition, I wish 
to say something of certain effects which show themselves in 
the digestive tract, in the blood, and in the mine. As medical 
practitioners it is important for you to be acquainted with 
most of these facts. 

The condition of starvation induces distinct nUeratioos 
in the state of the digestive tract. In the absence of food 
there is a marked and persistent decline in the aecretor^ 
activity of the digestive glands. Salivary secretion is reduced 
even when water is abundantly used, and its diaetatic fei'ment 
is diminished in amount. The diastatic action appean, 
however, not to be entirely lost. The interesting observation 
has also been made that during starvation there is a ooo- 
siderable incveaae in the quantity of this ferment in ihB 
urine. ProhabVj ■aTO.c\v o\ 'to's Vattaft'ot comes from I' " 
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paucreas, which Uke the salivary glands pours little Si 
into the digestive tube. As might be expected the gastric 
juice eharea in the general depreaaion of secretory function. 
Prolonged inanition leads to a minimal secretion of free 
hydrochloric acid and pepsin, This depressant effect on 
secretion may last for a long time after the termination of 
the fast. Although there is thu3 a marked diminution in the 
secretory activity of the gastric glands, this appears to be 
chiefly owing to the absence of the normal stimuli to activitfy, 
since with the introduction of food there is usually a prompt 
if not adequate secretory response. 

The behaviour of the bile and of the sucoua entericus 
differs from that of the secretions I have just mentioned 
Although somewhat reduced in starvation they continue to 
such an extent as to indicate that they possess an excretory 
Bignificance. Direct observation of the bile in starving dogs 
shows a gradual sinking in the volume of the secretion vrith 
increasing concentration and ooly a moderate decline in 
total solids. Similar researches in the human subject are of 
course impossible, but there is satisfactory indirect evidence 
that the bile continues to be secreted in considerable amount. 
This evidence consists in the fact that the urobilin of the 
urine is only slightly diminished in starvation. As I have 
already told you in speaking of the liver, urobihn comes 
only from the transformation of bilii-ubin. Bilirabin continues 
to oe formed because of the oontinued destruction of red 
blood-cells. 

That the succus entericus continues to be made in the 
course of starvation is rendered probable by the continued 
appearance of fjEces. In the case of one pi-oiessional starver 
220 grams of moist fmces, containing 38-2 grams of dty 
Bubatance, were passed in llie course of ten days. This 
foBcal material contained an amount of nitrogen equal to 
0'2 gram of nitrogen per day and an amount of fat equal 
to 1'34 gram. It is supposed that this not inconsiderable 
quantity of fat is derived from the glands of the intestine. 

You may perhaps think that in a stale of stai-vation the 
putrefactive processes in the intestine are greatly reduced or 
altogether extinct ovring to the absence of pi'oteid food. 
Putrefaction, however, continues fairly active even in pro- 
longed starvation. It baa been observed in men that the 
indican reaction may persist after many days of inanition, 
id it is exceptional for it to disappear in fasting dogs. 



424 CHEMICAL PATHOLOeY 

There is nevevthelesa a disposition for tin; indiean to grow 
less in amount, and its complete disEtppearance has been 
Qoted after a few days of starvation. On the other hand, 
phenol in the urine la almost regularly increased to a con- 
siderable extent after an initial fall. Tlie ethereal sulphates 
continue to be formed to some extent, as one might expect 
where phenol is excreted in large amounts, 

From these facta it is evident that putrefaction in the 
intestine persists during atarvation, but that the character of 
the putrefactive decomposition is different from that of health, 
as may be inferred from the increased formation of phenoL 
It is not very difficult to understand why putrefaction 
continues, for, as I have explained to you, the fseces contwn 
nitrogenous materials fit for putrefaotive decomposition. Nor 
is it singular that the chara,cter of the daeompoaition is not 
the same as that observed in well-fed subjects. The proteid 
intestinal contents during starvation consist chiefly of nucleo- 
albumins and mucins derived from the bile and from the 
epithelium of the intestinal tract. From theae bodies we should 
reasonably expect cleavage products different from those in 
the ease of intestinal putrefaction from food. Whether the 
bacteria undergo important changes in their life activities is 
not certain, but it is not unlikely that these activities undergo 
some modifications. 

Certain interesting facta have been worked out in relation 
to the blood during starvation. The observations that have 
been made regarding the percentage of solids and the 
numerical lelation of the red cells to the volume of the 
plasma indicate that the blood undergoes little change in 
these respects. In some instances of starvation there is a 
tilight increase in the concentiation of the blood and an 
apparent increase in the number of the red blood-cells. Tou 
know that in normally fed persons the withdrawal of water 
is followed by a distinct concentration of the blood. It 
naturally occurs to one that the augmented concentration of 
the blood during inanition depends on loss of water. It is. 
however, not entirely clear that this is the case. 

That the leucocytes are distinctly reduced during starva- 
tion is certainly of considerable physiological interest, though 
we do not know its full significance. In the case of Sued 
there was a gradual fall from 14,530 to 861 white cells in the 
cubic millimetre during the first seven days of starvation. 
Then for twelve d&^S "&& Qumher remained about 1,000, and 
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showed a slight rise at the very close of the period, 
other instances the fall has been less decided. I 
dog I observed a fall to about one-half the normal i 
of leucocytes. What is the meaning of this diminution in 
leucocytes ? It seems reasonable to think that it depends 
rather on a diminished formation of white blood-cells than 
on increased destruction, tor ia the latter case we should 
expect to find the uric acid and xanthin derivatives of these 
cells increased in the urine, which is not the case. It seems 
likely that the diminished destruction of leucocytes in 
starvation is related to the removal of certain physiological 
stimuli to cell multiplication tliat are furnished by the food, 
perhaps especially by the proteid foods. 

As to the character' of the leucocytes in stai-vation we 
know little. In a fasting dog w^hich was observed in my 
laboratory the proportion of lymphocytes to the polymor- 
phonuclear elements was distinctly diminished, the total 
number of white blood-cells showing a diminution. 

There are two additional facts about the blood in starva- 
tion which it is desirable for you to remember. One is that 
the alkalescence undergoes no diminution. The other is 
that sugar continues to be present in the blood in an amount 
not greatly below the normal. At first sight it may seem to 
you singular that the blood contains sugar while the glycogen 
in the hvei' and muscles is so greatly reduced. These facts 
are, however. easilyreconoiled. In starvation sugar continues 
to be formed from the breaking down of proteid belonging to 
the cells of the body. If the breaking down of proteid 
is considerable, there is a correfipondingly large yield of 
carbohydrate material. Hence the blood contains sugar. 
But this sugar is burned by the cells, and its quantity, 
though considerable, is never equal to the requirements of 
the organism. Thei-e is no ehauce for the liver or muscles 
to store glycogen because the body receives no earbohydratoa 
as food, and all its sugar comes from the breaking down of 
the proteids belonging to the body-cells. The sugar in the 
blood is merely in transit for the use of those cells that 
split and burn the sugar molecule. 

Many peculiarities, of metaboliaui jn starvation find es- 
presaion in changes in the composition of the urine, and it ia 
important that we should consider these with care. 

Even where the subject of the fast is permitted the use 
.water, the volume of the urine is eonsiderablif haVcra 'Owei 
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normal, falling usnally to 700 c.c. or leas in the twenty-fonr 
hours. ThiB Ib owing to the circumstaiioe that there is 
usually only a moderate desire for water. The output of 
water by the urine, skin, and lungs distinctly exceed^ that 
taken with the drink. At first sight this might lead you to 
think there is a loss of water from the tissues, leading to an 
increase in the percentage of solid constituents. You must, 
however, bear in mind the fact that a large amount of fat is 
burned to carbonic acid and water, and, further, that this 
water prevents any loss from the tissues due to the difference 
between the water iugested and the water given off. The 
cells and fluids thus maintain very nearly their normal pro- 
portion of water. The case is different where the intake of 
water is greatly restricted. Here the cells gi-adually lose 
water and suffer in consequence in the manner I have 
already indicated to you in speaking of the uses of water in 
the organism. The urine then falls to a very small volume, 
and its specific aravity is correspondingly increased. 

I have already told you of the nitrogen waste in starva- 
tion, and have little to add. You know tha.t in health from 
85 to 90 per cent, of the nitrogen is excreted as uraa, about 
2 per cent, an uric acid, much less than this as other 
xanthin bases, about 2 or 3 per cent, as creatinia, and 
from 2 I o 6 per cent, as nitrogen of ammonia. These 
proportions undergo a slight shifting during starvation, 
owing chiefly to a diminution in uric acid and creatimn. 
The uiic acid is usually distinctly diminished. With reliable 
methods I found it as low as one -fifth the normal in the 
human subject, and think it is usually at least somewhat 
diminished. I should not forget to state that some writer* 
have found the uric acid increased, but it is likely that this 
result has been obtained through the use of inaccurate 
methods of determining uric acid, or was noted in patients 
not in a condition of absolute starvation. That the oreatinin 
of the urine is diminished might be inferred on d priori 
grounds, for, as you have been taught, the musclo ingested 
as food is the important source of the creatinin of the urine. 
On the removal of this source of creatinin there is only one 
possible origin for tliis extractive, ijfimely, the metabohc 
melting of muscle tissues. But, as I have explained already, 
the loss of muscle is not very rapid, and hence little creatin 
is excreted as creatinin. It has, indeed, been calculated 
that the atooimt ol cT^B^iam \\i the urine is just what v 
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hs expected from the known extent of the muscle waste. 
The nitrogen of ammonia has not been auffioiently studied 
in starvation. In fasting doga I have found it normal in 
amount. I beUeve that in uncomplicated stai'vation there is 
no increase in nitrogen of ammonia, because there is no acid 
intoxication, such an intoxication being, as I explained in the 
first lecture, the cause of an increased output of nitrogen in 
thia form. Still it is conceivable that in the last period of 
starvation, vfhere the body has only its proteid on which to 
hve, organic acids find their way into the urine united to 
ammonia. 

Let me now describe to you the alterations which occur 
in the excretion of salts during starvation. This subject 
has a considerable practical interest. We may first consider 
the salts from the standpoint of their acid radicals, and then 
from the standpoint of their basic radicals. We have, there- 
fore, to speak of the chlorides, the phosphates, and the 
sulphates, and later of the calcium, magnesium, sodium, and 
potassium. 

The marked falUng off in the excretion of chlorides is one 
of the most etnldng features in the chemical pathology of 
starvation. The chlorides diminish rapidly in the first days 
of inanition, and soon amount to little more than a fraction 
of a gram in twenty-four hours. In the case of Cetti the 
chlorine sank from 6-5 grains on the last day of food to 
0'6 gram on the tenth day of inanition. In one of my 
patients with stenosis of the pylorus the urine contained 
only about 0-12 gram for the day. Such low figures for 
the chlorides are only met in states of inanition and in a fe^v 
febrile diseases, such as pneumonia and typhus. You are 
safe in making the inference that an adult patient without 
fever is suffering either from a great diminution in food 
absorption or from complete starvation, whenever the 
chlorides for the day amount only to a fraction of a gram. 
In my experience the inference permissible from the state of 
the chloride escretion has frequently been of practical ser- 
vice, because it has enabled me to (arm a judgment as to the 
amount of food absorbed. 

Why is the state of inanition attended with such a decided 
fall in the excretion of chlorides? For the reason that the 
organism, even in starvation, always remains saturated with 
oMorides, and excretes only the chlorides in excess of the 
lantity held by the cells and fluids of tha WmL-^. Sw« 
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there is only odu source from T^hich this excretable exj 
of oblorine can come in starration, and this is in the mel 
bolio melting of the tissues used for the msintonance of 
, auimal heat. I have explained to you that these tissues are 
chiefly fat and musole. But the fti.t laid up in the body 
contains no chlorides, and the muscle contains only small 
amounts. A loss of nitrogen equal to 102 grams in a state 
of starvalaon represents the breakdown of about 300 grams 
of muscle, and 300 grams of muscle could yield only about 
0'3 gram of chlorine. The nitrogen content of the musole 
thus bears the proportion to the chlorine of the muscle of 
34-1. As a matter of fact there are cases of starvation in 
which the excreted nitrogen and chlorine reach this ratio, as 
I have observed for myself. Thus you see that the low 
chlorine content of the urine ia direetly referable to the low 
chlorine content of the tisBuea consumed in starvation. 

But very likely you will ask, How does it happen that 
the cells and fluids of the organism remain saturated with 
chlorides during inanition ? I can give you only a superficial 
answer to this question. It is apparently a specific function 
of the kidney to remove salt from the blood when it reaches 
a certain grade of concentration, but when the salt content 
[alls below this ooncentration the cells of the kidney appa- 
rently lack the necessary stimulus to effect the removal o! 
the cblonne ions. Hence the sodium chloride of the fluids 
and cells never falls distinctly below the amount advan- 
tageous for the physical requirements of the organism. 

The content of phosphoric acid in the urine of starvation 
is governed by the same kind of conditions that determines 
the quantity of chlorine excreted. Tn health the phosphoric 
acid is derived more largely from the normal metaboIUra 
and less from the food than ia the case with the chlorides 
under normal conditions. In starvation the phosphoric 
aoid, like the chlorine, comes wholly from the metabolic 
disintegration of tissues. Since the muscles and the cells 
of the glandular organs, like proteid material generally, 
contain an abundance of phosphorus, a considerable amount 
of phosphoric acid finds its way into the urine in the form of 
phosphates. The proportion of phosphoric acid to nitrogen 
IS much gi'eater than the proportion of chlorine to nitrogen 
because the tissues are so much richer in phosphorus than 
in chlorine. The proportion of chlorine to nitrogen in muscle 
is 1-34 ; oE plioa^Vonc w^cA ^a -i».VQijp.n., 1-7. If J' 
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tissue melting ol staxvation were confined to the muscular 
and glandular organs, we should, aspect lo find about 1 
part of phosphoric acid to 7 of nitrogen in the urine. But 
observation shows that the proportion of phoaphorio Etcid is 
distinctly greater, in fact reaches a ratio of 1—4 in some 
instances. Whence comes the additional phosphoric acid ? 
It comes from tissues richest in phosphates, namely, the 
bones. The evidence of this is convincing. In the first 
place the urine during starvation shows an increase in the 
^eretion of calcium. Indeed, the quantity of calcium 
aliminated is sometimes greater than in the period previous 
to the fast. Such amounts of calcium can come only from 
the bones. Then, again, the magnesium in the iirine is 
present in the same proportion, rektively to calcium, as in 
the bones. I do not know whether direct observations have 
been made on the size and eonaposition of the bones in 
human starvation, but In dogs there is a decrease in the 
amount of bone, especially in the long bones. I have noticed 
that the composition of^ the bones suffers little alteration 
from starvation, the quantity rather than the quahty of 
tissue being affected. 

The sulphates of the urine have the same origin as the 
nitrogen — namely, the decomposition of proteids. Hence 
there is, as one might espect, a certain parallelism between 
the nitrogen and the sulphur in the urine during inanition. 
The proportion of sulphur varies in different tissues more 
than does the percentage of nitrogen. Therefore the relation 
of sulphur to nitrogen in the urine varies somewhat with 
the character of the tissues that are being burned. Never- 
theless during complete inanition the ratio of nitrogen to 
sulphur in the urine is not far from 16-1, or about the same 
ae in proteid. 

I have already told you something about the behaviour of 
calcium and the magnesium during starvation. It is not 
necessary for me to go into further detail in regard to the 
elimination of these bases. Nor is there mucl) of importance 
to say in regard to sodium and potassium. The important 
thing to remember about these afliali bases is the reversal in 
their quantitative relations. In the urine of persons on 
ordinary diet the proportion of potassium to sodium is about 
2-3, which corresponds roughly to the quantities found in 
the food. Now the cells and the fluids of the body contain 

ich more potassium than sodium, the ratio bein^ %.Wi^ 
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3-1 in thfibody ash. In starvation the new anpply o! sodioin 

and potassium is out off, and the sodium and potasaiam oE 
the urine are supplied by the tissues themselves. We should 
naturally expect, therefore, that the proportion of the alka- 
line bases would approximate to the proportion characteristic 
of the tissues. This expectation is justified by the facts. 
Thus in the case of Cetti the ratio of potassium to sodium 
was 3-1 on the tenth day. With this reversal in the quanti- 
tative relations there is it marked diminution in the excretion 
of these metais. 

A highly interesting feature of all cases of starvation is 
the appearance of acetone in the urine. I have already had 
occasion to say something regarding the chemical nature of 
acetone and the cause of its appeai-ance in the urine of 
diabetes. You will recall that I told you the evidence 
indicates that acetone is present under conditions involving 
the destruction of proteid and fat. Whenever the body has 
to live wholly or largely on its own proteid and fat we find 
acetone in the urine, and this is doubtless the explanation 
of the findings in the case of starvation. Eemember that 
the output of acetone is very greatly increased even on the 
first day of starvation, and that food containing carixi- 
hydrates quickly occasions a fall in its excj'etion. 

Together with acetone the urine sometimes contains 
diacetic acid. The amount is small at first, but gradually 
increases. In some instances also /J-oxy- butyric acid has 
been found, but chiefly in cases of very advanced starvation. 
The siguificauce of these bodies during inanition is the same 
as in diabetes : they result from the impaired oxidation of 
the products of proteid combustion. Since the appearance 
of /1-oxy-butyric acid indicates greatly impaired oxidative 
powers, it is always an ominous sign. 

Having now sketched for you the leading features in the 
chemical pathology of starvation, it may be well for me to 
recapitulate. In acute starvation the organism lives wholly 
at the expense of its own cells. The glycogen stored in the 
cells is rapidly exhausted, and after this the heat and power 
expended by the body are supplied by fat and proteid-fat 
stored in various parts, and proteid from the cells of the 
muscles, glandular organs, &c. The energy yielded by the 
burning of these materials suflSces to maintain an expendi- 
ture of heat not greatly below the norma!, sustains the body 
temperature, ani ^&-rai\\.^ b. Vi^ ^ade of oxidative aciu^ 
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in the cells adapted to such work. Much the greater part 
of this energy comes from the burning of fats now removed 
from storage. The active ti-ansportation of (at from the fat 
depflts to the cells that are suffering from want of carbo- 
hydrate may lead to an excess of fat in the blood. The 
melting away of the proteids is necessary to the maintenance 
of life pt'ocesses, and the sacrifiDO of muscle and gland cells 
supplies about one-fifth of the caloric needs of the body. 
The extent of this proteid sacrifice can be measured in an 
individual case by the loss of nitvogen through the urine. 
The proteid waste is also roughly measurable by the phos- 
phoric acid and the sulphuric acid present in the urine. A» the 
muscle cells, so poor in common salt, are the chief source of 
the chlorides ot the urine, the chlorine of excretion sinks to 
a very low level— a level highly charaoteristic of starvation. 
The acetone, diacetic acid, and ^-osy-butyric acid of the 
urine appear to be likewise the expression of incomplete 
proteid waste. But although the fats and the proteids of 
the muscles and glands supply the necessary caloric energy 
to the emaciated body, the muscle and gland cells are not 
the only oues that suffer. The bones are called upon, for 
reasons at present obscure, to sacrifice a part both of their 
mineral and organic constituents. The mineral loss leads to 
the presence of a relative excess of calcium in the urine. 
This calcium is united to phosphoric acid. The phosphoric 
Acid from this source accounts for the excess of phosphates 
in the urine above the quantity that is accounted for by the 
proteid waste. Thus the sacrifice of fat, muscle, gland, and 
bone continues until the subject has lost one-third or more 
of his original normal weight. Death soon occurs if the 
inanition be prolonged beyond this point. It is not unHkely 
that death ensues because of growing demands made on the 
nervous system. The cells of the regulatory and coutrolUng 
mechanism, at first spared, are probably at last called upon 
to make sacrifices inconsistent with the maintenance of their 
all-important functions. The fact that the nervous system 
has lost only about 1 per cent, of its weight at the time of 
death from starvation does not appear to me inconsistent 
with this view, since it is well known that histological 
alterations take place in the ganglion ceils. 

It is rare to meet with acute starvation as a clinical con- 
dition ; but occasionally we see it, and are called upon to 
check its debilitating consequences. Pech&^s tfca *i\.\cwb-s\ 
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ativte which moat nearly resembles experimental atai'vation 
is that in which new-born infanta refuse food, or for some 
reason get little or nothing from the mother. Practitioners 
have many times been puzzled to interpret the loss in 
weight, the prostration, and the constipation that accompany 
such a state of inanition, and occasionally a baby dies 
because the trouble is not recognised and corrected. In 
other instances the inanition is not absolute, but neverthe- 
less forces the patient to live almost wholly on his own fat 
and proteid. Sometimes the condition comes from inappro- 
priate feeding, as where infants receive food consisting 
almost wholly of carhohydrates ; sometimes it follows acute 
gastritis or enteritis. I have seen a patient with ulcerative 
colitis in whom the loss of weight was as rapid as in acute 
experimental starvation, even though the disease was un- 
accompanied by fever, Any pathological state which induces 
persistent diarrhoaa may have a similar effect. Persistent 
vomiting is sometimes a cause. Patients with melancholia 
sometimes eat Uttle or nothing during many days. You 
will occasionally see a patient with advanced stenosis of the 
pylorus dying of acute starvation. The temperature in 
these cases is usually normal or sabnorrual. Sometimes wa 
see a rise in temperatm*e during the first days of life in 
babies that are underfed. It is not clear whether this 
elevation in temperature is really due to the state of inanition ; 
but some close observers suspect that this is the case. When 
acute inanition develops in the course of a chronic malady, 
attended with great debility, delirium may develop even in 
the absence of fever. The recognition of the element of 
starvation will sometimes shield you from the error of sup- 
posing that a dehrious patient has an intracranial lesion, 

I propose now to consider the chemical pathology of 
chronic inanition. Under chronic inanition I include those 
states of prolonged impairment of nutrition that result in a 
distinct diminution in the weight and strength of the subject. 
As you can readily understand, there are all grades of this 
chronic impairment iu nutrition. The milder forms of the 
disturbance are oonsistent with the performance of a moderate 
amount of work. Patients of this class, though thin and 
feeble, may go about and even manage to make a living. 
Their friends and relatives, alarmed at the emaciatioa, 
usually pronounce them the victims of pulmonary tuberculosis 
with that con{idence'Ji\iuJ(i. di«iwi\e.-ri.aeB the medical o 



3alopioua^J| 



STAfiVATION, UNDEIt-KUTRITION, ATTO OBBSITt 4SS 

ot some laymen. After the lapse of yeare, however, it 
becomes clear, even to the ignomnt, that the condition is 
really a ohronio impairment of nutrition due to quite ditferenl 
causes from tuheroulosis. In time the state of the patient 
changes. Either the nutrition improves to such a point that 
the subject can no longer be classed us an invalid, or he fails 
so much as to become bed- ridden. If the failure in nutrition 
becomes so pronounced as to necessitate life in bed, the 
patient's case belongs to the class of serious chronic inanition 
which is known as mai-asmus. 

It is especially to this latter group of cases that I invite 
your attention. Although such patients are not very un- 
common, their condition has by no means received the study 
which it deserves. The study ot the element of starvation in 
these patients is apt to be complicated by the persistence of 
the cause of the nutritional failure. Thus where the mal- 
nutrition occurs in the com'se of diabetes, or cancer of the 
stomach, or chronic enteritis, these underlying states may 
perhaps be responsible for disturbances in the bodily 
chemistry which arc at present inseparable from the element 
of inanition. 

Some wTiters ate disposed to restrict the use of the term 
' marasmus ' to states of under-nutrition brought on by bad 
food and unhygienic surroundings. In youug children it is by 
no means rare to see extreme wasting as the result apparently 
of bad feeding and deficient air'space, though it is very likely 
that what we call a feeble constitution distinctly predisposes 
to the nutritive failure. Some of these little patients do very 
well when we secure for them good food and abundant air. 
Others continue to lose weight and strength in spite of the 
improved conditions. These children often take a fair 
amount of food, and have movements of normal appearance. 
Still they go steadily downwoi-d and ultimately die. At 
autopsy the most stnking feature is a pronounced fatty 
infiltration of the liver, resulting, as such livers always do, 
from the excessive deposit and diminished oxidation of fat 
canied to the hepatic cells from the adipose dep6ts. Some- 
times we see indications of a chroaic gastro- enteritis, but in 
these instances there havo usually been more or less definite 
olinical indications of digestive derangement. In other cases 
the mucous membrane of the stomach and the intestines 
looks normal even on histological examination. It is difficult 
to see why the food is not utilised in these cases, unlasi ftia 
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nervous aotivitias connected with the digestion and absorption 
of food-products are in a stale of pi'ofound slumber. 

You may restrict the use of the term ' marasmus.' if you 
wish, to cases like those I have just described ; cases in which 
there ai-e uo well-de&ned structural lesions to account for the 
origin of the under- nutrition. But I tbiak it is better not to 
use the term in this restricted sense. I prefer to apply the 
word to all advanced cases of chronic under-nuiiition id 
which tbe wasting and debibty result from derajigement in 
nutritive function as distinguished from the action of proto- 
plasmic poisons. As 1 sh^ espiaiu when we come to talk 
about fever, the wasting which accompanies an elevation in 
temperature depends in part on deranged nutrition, in part 
on the action of bacterial poisons which cause a pathological 
destruction of proteid. 

You should therefore exclude from the class of maiuntic 
patients all those in whom there is continuous fever. 
Whether you should aJso exclude oases of wasting assoeiated 
with cancer is still a question, It has tieen supposed that 
the wasting and cachexia of cancer depend on some unknown 
poison produced by the cells belonging to the new growth. 
There is, however, no satisfactory evidence that this is so. 
In many instances at least, the wasting appeaj's to be due 
to purely nutritional distui'bances, as is indicated by [be 
great temporary gain in weight which often follows an 
improvement in the state of digestion. I think we may 
tentatively include iu the class of marasmus at least motit 
cases of wasting from cuncar unaccompanied with fever. 
In some instances of carcinoma connected with tbe stomach, 
intestine, liver, or pancreas, the cause of the wasting oan [» 
discovered in some clearly defined interference with the 
nutritive processes, such, lor example, as follow pylorii; 
obstruction or an impedinaeut to the secretion of the bile or 
pancreatic juice. 

It is exceedingly important that you should clearly recog- 
nise the different causes that lead to chronic under-nutritioD 
of the severe type. If you fail to recognise the nature of 
the causes at work in particular cases, you will almost cer- 
tainly fail both in your prognostic effort and in your treat- 
ment. Perhaps 1 can help you to group the causes of 
under -nutrition in such a way that they will be easy for you 
to remember. 

In the &VBt: -eVaaft "A '\r «OQNi4Gient to separate, 



i 



STABVATION. mmEH-NTTntlTIOK, AND OBESITY 435 

conditions that are oonneclBd witli the digestion and absorp- 
tion of food from those related to the fiite of the nutritive 
matetials after they enter the blood, the lymph, and the body- 
oells ; in other words, we distinguish between causes con- 
nected with digestion and causes connected with metabolism. 
Pathological states of digestion are by far the most common 
causes of chi'onic under-nutrition. In some instances the 
(rouble lies in tlie pathological expulsion of the food from 
the body, as in states where there is pei-slstent vomiting or 
persistent diairhcea. In other cases there is an obstruction 
to the passage of ihe food into the intestine, which interposes 
a very serious mechanical obstacle to proper digestion and 
absorption. Still another group of patients are marantic 
because the food which they eat is decomposed in the 
stomach or gut through the excessive aetiviiy of micro- 
organisms. The result is that only a small part of the food 
is available for nutritive purposes. Such excessive fermenta- 
tion and putrefaction of food oceui' whenever there is 
impaired secretion of digestive juices or detective absorption. 
Depression of the nervous s^'stem is a prominent cause of 
snoh secretory and absorptive disturbance. Then, again, 
the diversion of the food potential may bo the consequence 
of pathological states, which cut off the bile or the pancreatic 
secretion through mechanical agencies. Thus you see that 
a patient may fall into a state of partial starvation through 
a variety of causes. The effect on nutrition is ultimately 
the same, whether the food be lost through vomiting or 
diaiThcea, or through the excessive activity of micro- 
organisms ; in each case the organism loses a part of its 
nutritive potential, and is forced to live to some extent on 
its own tissues. 

In the metabolic disturbances that lead to chronic under- 
nutrition the cells are for some reason unable to properly 
utilise nutritive materials, which are carried to them in the 
blood for the production of heat. Consequently the body is 
compelled to live on its own fat and proteid, with the inevi- 
table loss of weight and strength. We see this in diabetes, 
where, as I have already told you many times, the combus- 
tion of sugar is gi'eatly impaired. I do not know of any 
other purely metabolic derangement in \vhich the utilisation 
of other forms of food material is similarly impaired. 

It may possibly occur to you that the loss of serum 
a lbumen ana serum globulin which occurs in the cout*6 ot 
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renal disease may act detrimeutally on the organism in a. 
manner some'what similar to the Idbs of sugar in diabetes. 
The resemblances, however, are superficial. In both in- 
stances, it is true, the body loses material which yields 
energy, and in both this loss of material may occasion serious 
results to nutrition. But in the case of the sugar loss the 
cells lose their carbohydrate food because they no longer 
possess the capacity to bum it ; in the case of albuminiuia 
the cells suffer from the loss of nutritive proteid, simply 
because there is a serious renal le.ik which cannot ha folly 
compensated by the ahsorprion of an increased amount of 
proteid material from the Intestine. 

In reviewing with you. the chemical pathology of acute 
inanition I intentionally made no references to the chemical 
disturbances incidental to chronic under-nutrition. It is 
desirable, however, that you should know how such distni'b' 
ances resemble the derangements of acute inanition, and 
also how they differ from them. This subject presents 
numerous difficulties to the investigator, and there are many 
points on which we are still ignorant. I shall bring to yoar 
notice some of the ascertained facts that are of practical 
interest. 

One would naturally expect that the chemical processes 
can'ied on by a marantic individual should resemble iu 
many respects the processes incidental to acute starvation, 
but one would also expect important differences, because of 
the much more gradual character of the celt wasting in the 
case of under-nutiition. 

The destruction of proteid in marasmus may fall to a 
very low point, for the organism lives chiefly on its fat, as in 
acute starvation. Consequently the nitrogen output in the 
urine may drop to 6, or even i, gi'ams per day in an adult 
male. In cases where a fair amount of proteid food con- 
tinues to be eaten the nitrogen excretion may amount to 
twice as much as I have mentioned, and this greater output 
is consistent with a high grade of emaciation. The excre- 
tion of uric acid often t&Ha relatively more than the nitrogen 
of urea. In health the ratio between uric acid and urea 
is about 1-50 ; in marantic states it is often 1-80 or 
1-100. The ratio may be normal, or the proportion o( 
uric acid may be increased in cases where considerable food 
is being eaten. In marasmus the secretion of gastric juice 
is diminiahed, peihB.'pa \-a a. iegtea roughly proportionate "' 
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the quantity of food taken. I do not know that careful 
studies have been made of the behaviour of the hydrochloric 
acid, but it is thoaght that the free acid is sometimes present 
even in advaaoed eases after food is given. 

The pancreatic secretion probably suffers a similar reduc- 
tion, but there is no definite knowledge on this subject. 
Putrefactive processes are almost always active in the intes- 
tines, Indican is usually found in abundance in the urine, 
and phenol is increased even where the indican is not, The 
state of the blood has not been carefutly studied. There is 
usually increased concentration of the hlood and a moderate 
reduction in hemoglobin. An actual diminution in the 
number of red cells may be masked by an increased concentra- 
tion of the plasma. The white cells are present in normal 
proportion to the red, or are somewhat diminished. I have 
known the leucocytes to drop to 2,500 in the cubic miUi- 
metre in a young girl who was underfed. It is not very 
rare to find only 4,000 or 5,000 leucocytes in poorly 
nourished hospital patients. A marked reduction m red 
cells, or a distinct increase in the number of leucocytes, is 
probably referable to complicating conditions, and not to the 
under-nutrition itself. There is no evidence that the alka- 
lescence of the blood is diminished in states of under-nutri- 
tion. Sometimes organic acids are present in the urine, 
and from this it may be inferred that some degree of acidoais 
exists in such cases. But since the acids referred to are 
probably united to ammonium, it is unlikely that the sodium 
carbonate of the blood is called upon to neutralise the acid 
or acids. It is thus improbable that the alkalescence of the 
blood is altered. Some emaciated diabetic patients are, of 
course, an exception to this rule. 

The volume, specific gravity, and reaction of the urine 
vary widely in different cases of chronic under-nutrition. 
Most frequentlv the urine is scanty and of high specific 
gravity, probably because patients with advanced marasmus 
drink less than persons in health. The sodium chloride 
excretion is variable, but ia always low. This is an important 
point. Sometimes the usual relation to the urea of the 
urine is not changed, the proportion remaining about one part 
cf sodium chloride to two or three parts of urea. In other 
cases there is a relative as well as an absolute reduction, and 
you can form some idea as to the extent of food absorption 
from the quantity of sodium chloride thiit ^ta^'^wti^.S^'^*- 
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urine. The amount may be so reduced as to indicate 
absolute starvation. The excretion of phosphoric acid in 
marasmaa is influenced by many conditions, and does not 
lielp ua to form an estimate of the degree of inanition. 
Usually it is not far from the normal, that is, one part of phos- 
phoric acid to seven of nitrogen. Aa regards the aulphoric 
add exoretion nothing of practical importance is Imown. 
The calcium phosphate of the urine is said to be increased 
whenever nutrition is greatly imjiaired from any cause. It 
is unknown whether any of this calcium comes from the 
bones in states of marasmus falling short of absolute star- 
vation. One is liable to meet with an increase of acetone 
in the wine whenever the proteid waste of the organism is 
abnormally large. Less often we find diacetic acid. The 
presence of a moderate excess of acetone is uniniportant as 
regards the prognosis, but the presence of /3-oxy-butyric acid 
is an evil omen. 

There is an important difference between acute starvation 
and chronic under- nutrition as regards the degree of emacia- 
tion that is compatible with life. As I have already 
mentioned the subject of acute starvation is in danger of 
fatal prostration when he has lost about one-third of his 
normal weight. In chronic under-nutrition the cells ap- 
parently grow accustomed to even greater losses of substance, 
for it sometimes happens that we see a patient lose more 
than one-half his original weight. So great a loss in weight 
is not inconsistent with recovery. In making these state- 
ments as to the degree of emaciation oonsiBtent with life I hare 
in mind a subject originally well nourished but not corpulent. 
I regret to say that we are without satisfactoi-y informa- 
tion as to the processes involved in the reoonstrue'tion of the 
tissues after great emaciation. Such knowledge might 
furnish us with important suggestions in the treatment o( 
states of inanition. It is likely that there are important 
differences in the reparative processes after acute starvatioD 
and after long periods of under-nutrition. I hope we ahaU 
some day have careful comparisons between reconstruction 
in such conditions and the constructive processes as they 
occur in growing cliildren. 

At present we do not know just what principles should 
enter into the feeding of patients recovering from acute and 
chronic states of starvation. One fact, however, is clear. The 
subjects of acute under-nutrition accompanying any acute or 
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Hobacute febrile disease have cells that are eager to assimi- 
late nutritive materials. If the stomach and intestine are 
not the seat of disease, these patients recover with surprising 
rapidity on a liberal diet representing proteids, fats, and 
carbohydrates. It appears not to make much difference in 
the rapidity of the nutritional convalescence whether there 
is an excess of proteid, or of fat, or of carbohydrate. The 
main requirement seems to be a quantity of food con- 
siderably in excess of the needs of the body. Then the cells 
are rebuilt with a retention of pioteid, and fat aceumulatea 
rapidly in the fat depots. 

The case is entirely different where we have to deal vnth 
chronic under-nutrition. Here we not only have to contend 
with the difficulties incidental to the removal of the cause of 
the nutritional failure, but the cells conoemed most actively 
with the nutritional processes have probably acquired bad 
habits of work, which call for their physiological re-education. 
The practical result is that even when such persons ai'e 
placed under the most favourable conditions their recovery 
is apt to be tedious and uncertain. 

I shall not attempt to formulate for you any plan ol 
treatment applicable to marasmus generally ; such an under- 
taking would be irrational. The plan of treatment and the 
prognosis must be separately worked out for each individual 
case according to the ascertainable causes of the failure in 
nutrition. These causes are so varied that the treatment in 
different instances varies widely. A marantic patient in 
whom you discover a stenosis of the pylorus, with great 
dilatation of the stomach, must be treated on different prin- 
ciples from one who simply has a long-standing chronic 
gaatro-enteritis ^\'ith occasional exacerbations. But, what- 
ever may be the cause, it is necessary in each iustance to 
inform yourself regarding the state of the digestive organs 
as regards size, position, and secretory activity, and as 
regards the occurrence of fermentative and putrefactive 
processes. Then, having satisfied yourself that there is no 
gross condition demanding immediate surgical interference, 
you will endeavour to discover and institute the rules for 
diet, rest, exercise, &a., that seem best adapted to the par- 
ticular needs of your patient. To do this requires much 
thought and painstaking care. 

_ 1 wish now to speak to you of a aubjeet not less interest- 
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ing than the state of inanitioQ which we have discussed, 
The state of obesity, or excessive fatness, is one that has 
long attracted the attention of physicians, and speoulations 
as to its nature fill many a treatise. In recent years the 
condition has received some attention from investigators 
equipped with modem methods of research, and some im- 
portant facts have been brought to light. Nevertheless it 
must he owned that we are still ignorant as to the immediate 
nature of the biological processes that dispose certain subjects 
to the excessive accumulation of fat. 

It is, of course, recognised that within certain limits the 
accumulation of fat is a physiological process well adapted 
to enable the individual to live for considerable periods of 
time without a supply of food adequate to the caloric 
expenditures. How important a part the fat depflts play in 
sparing proteid waste under such conditions we have 
already seen. The exaggeration of the conservative process 
of fat storage leads to the distinctly pathological state of 
obesity. We can draw no sharp line between the fat 
accumulations which are normal and those which are not. 
Our judgment on this point has to be formed on the condi- 
tion of the individual patient, rather than on the actual 
quantity of fat that has been laid by. Just as soon as a fat 
person shows that he is distinctly less competent to perform 
pbyaioal and mental labour by reason of growing corpulency, 
he has reached the point where his fat stores ave to be 
regarded as a menace rather than as a. protection. Then it 
becomes necessary to institute measures for getting rid of 
the excessive fat. Yon cannot intslHgently advise a patient 
how to do this unless yon are familiar with the leading facts 
in the chemical pathology of corpulency. Perhaps I can 
make these clear to you. 

It is self-evident that the fat which is laid up by the 
organism either to a normal or a pathological extent is 
derived from the food, but it is by no means obvious that the 
fats, the carbohydrates, and the proteids are each capable of 
contributing to this storage of fat. That fatty acids can be 
converted into neutral fat after absorption was considered 
incompatible with the supposition, long entertained, that 
syntheses are not performed by animal cells. It is now 
Known that numerous important syntheses are carried on by 
animal oella, incKiding the s;(-nthesis of fat from fatty acids 
and glycerin. It has also been shown that growing ani 
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fed on proteid and fat lay up an amount of adipose tissue 
that can be accounted far only on the supposition that the 
fatty elements of the food have been stored. Similarly, in 
the case of carbohydrates, it has been demonstrated that 
animals fed on proteids and carbohydrates gain much more 
fat than could possibly he derived from the proteid portion 
of the food. As I have already said in speaking of tha 
carbohydrate food-stuffs, the formation of fat from sngars 
involves an elaborate synthesis. Of course the carbohydrate 
material and the fat which is stored as fat in the adipose 
depfits represent spare nutritive material, that is to say, 
material not required for the immediate caloric needs of the 
body. As regards the formation of tat from proteid it is 
much more difficult to speak with eertaintj'. Nevertheless 
we know that the proteid molecule contains a carbohydrate 
i-adioal, and that whenever proteid is burned a proportionate 
amount of carbohydrat« material is liberated for combustion. 
In starvation the body obtains its scant supply of sugar from 
the breaking down of ita ovm proteid. In bad cases of diabetes 
and in phlorhizin poisoning tlie body may get its carbo- 
hydrate material, that is to say its glucose, exclusively from 
the breaking down of its own proteid cell -substance. Thus 
the unutilised sugar, which escapes burning by the cells, 
finds its way into the urine in large amounts proportionate 
to the proteid waste. Normal cells in nonrial persons bum 
the sugar which is being spht off constantly during the 
metabolism of proteid. But if such cells already have more 
than they need of carbohydrates and fats supplied by the 
food, why should not the carbohydrate portion of the 
burning proteid molecule be converted into fat and stored as 
such like other spare sugar ? There is some reason to 
think that this happens whenever the body has an excess of 
non -nitrogenous foods. 

We may therefore conclude that in health fat is formed 
mainly from fats aud carbohydrates, and perhaps under 
certain oonditions from the carbohydrate derivatives of the 
proteids of the cells. Since it is trae that the formation of 
fat is dependent mainly on the fats and carbohydrates used 
as food, one would naturally expect the quantity of these 
food-stuffs ingested to play an important part in determining 
the quantity of fat that is stored. But it is also evident 
that there is another equally important element which enters 
^flto the question of fat storage, namely, the degi'ee of fat 
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oonBumptioii. It is the relation betwaen fat formation from 
fat-making food and fat consumption for the caloric needs of 
the body that determines whether an individual gains or 
loses fat. In the subject of obesity there ia a disproportion 
between the consumption of fat and the use of fat-forming 
food. Let UB examine a little more closely into the conditions 
which bring about auch a disproportion. 

It seema to be a well-aatablished fact that obese persons 
are largo consumers of food, including a liberal allowance 
of carbohydrates and tat. Wany of them, indeed, have been 
addicted to gluttony. Not infrequently, too, obese people 
take alcohol fieely, and, as I have already told you, alcohol 
is capable of being burned in the body and of spanng f at and 
pi-obably proteid. Thus you see that the diet of the obese is 
one admirably adapted to the formation and storage of fat in 
the body. Very likely you will have no ditfieulty in recalling 
examples of obeaity that have come within your own 
observation in which the excessive use of food was a 
noticeable thing. Even during infancy there may be a 
greatly eicceasive formation of fat owing to the free use of 
carbohydrate food such as Mellin's Food, Horlick's Malted 
Milk, &c. It is also likely that you can think of instances 
where there has been exeeas in the use of fat-forming food 
with or without alcohol, but in which the subjects failed to 
grow fat or were even noticeably thin. It is indeed true 
that there is no fixed relation between the amount of food 
consumed and the accumulation of fat in different individuals. 

There are at least two reasons why the free or excessive 
use of fat-making foods is not always followed by excessive 
fat storage. One is that the conditions of life nsay be snob 
as to occasion an unusually large consumption of fat. The 
other reason is to be found in the nature of the digestive 
proceaaes. 

You will remember that in spealring of the pathology o( 
digestion I explained the importance of the losses in food 
potential that occur from excessive fermentative and putre- 
factive prooeases. I showed you that it is by no means 
uncommon for the carbohydrates to be decomposed to euoli 
an extent that the body receives relatively little energy from 
them. Proteid foods may similarly suffer excessive decom- 
position in the intestine. The fats undergo less importanl 
ohangea from decomposition, but their absorption frequently 
suffers in catarrhal states of the intestine. Since anything 
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which diminishes the quantity of nutritive material enteriog 
the blood and lymph diminishes the opportunity for fat- 
making, it should be clear to you that excessive fermontatioD 
and putrefaction, coupled with defective powers of absorp- 
" tion, are capable of interfering vrith the acoaniulation of fat. 
Very many persons are below the normal weight because 
they are robbed of the fat-making constituents of food by 
chronic derangements of digestion. Similarly many persona 
who eat to excess do not grow obese, because the caloric 
value of their food is distinctly reduced through chronic 
gastric or enteric distiurbanoes — disturbances sometimes not 
auflSciently pronounced to impair the general health Tfaua 
you see that one of the requisites for obesity is a good diges- 
tion. Physicians have often made use of this tact, oon- 
seioualy or unconsciously, in the treatment of obesity. By 
resorting to measures which greatly impair the patient's 
power of digestion and absorption they succeed after a time 
in bringing about the greatly desired reduction in weight. I 
consider such methods of treatment indefensible. 

What are the conditions that favour the combustion of 
fat in the body or prevent its being laid by ? The most 
important of these is muscular exercise. I do not know 
whether you realise how much greater ia the caloric expen- 
diture of the body in a state of severe muscular exercise than 
during rest. That the difference is important is evident 
from the calculations of Rubner. This investigator found 
that the average caloric output of healthy men, averaging 
70 kilos in weight, is 2,303 calories, or 32'9 calories per 
kilo, in a state of rest, and 3,362 calories, or 48'0 calories 
per kilo, during vigorous muscular exercise. The increase 
in caloric amounts to 45 per cent, of the expendittu'e in the 
state of rest. This fact enables us to understand how it is 
that an indolent person lays by nutrient material in the form 
of fat on a diet which would not enable him to effect this 
storage were he put to active work. As a matter of fact 
moat very obese persons have lazy habits. They may not 
object to mental work, but they do not hke to use their 
muscles. When such persons can be induced to take 
active exercise there is no difficulty in reducing the weight 
by drawing upon the excessive fat to meet the increased 
requirementa, provided, of course, that the allowance of food 
be not increased iii response to an increased appetite. 
^ There are good reasons for the disinclination of obese 
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persona for exercise. Such persons become heated t 
quickly than normal individuals, fall readily into tree pd* 
spirtition, and often develop dyspnoea and other signs of 
ctbrdiac f&tigue. 

Conditions which increase the radiation of heat from the 
body, and thus lead to an increased heat prodaction, are 
favourable to the combustion of the stored fat, unless, indeed, 
the food supply be correspondingly increased. Exposure to 
cold is the most important of these conditions, hut does not 
ordinarily influence the combustion of fat in the obese 
in an important degree. There is considerable evidence 
that corpulent people radiate less haat, on exposure to cold, 
than persons provided with an ordinary amonnt of fat. 
Thus a man weighing 83 kilos expended 7G calories in a 
bath of 21° to 22° C lasting 20 minutes, "whereaia a normal 
man of 62 kilos radiated 117 calories under the same condi- 
tions. The relatively low heat production of the obese is 
doubtless referable in part to the protective action of the 
adipose layer, which is a poor conductor of heat. 

It should now be clear to you that the naost important 
factors in the treatment of obesity are the regulation of the 
diet and insistence on the tree use of the nauscles. Expe- 
rience shows that there are few cases of obesity that cannot 
be brought within conti-ol through intelligent regulation of 
diet and exercise. Nevertheless it is claimed that there are 
obese persons whose condition is to some extent independent 
of over-eating and under- working. A family inclination to 
obesity is often noticeable, and it is thought that many of 
the persons with this inclination are peculiEirly prone to 
fatten. This especial tendency to grow obese has been 
attributed to a slowing in the processes of metabolism, due 
to a diminished capacity of the cells to carry oa the oxida- 
tion of fat. Let US review briefiy the more important facte 
relating to this doctrine. 

In the fasting state the respiratory gas exchange of the 
obese shows no deviation from the normal. Thus in three 
patients observed by Jacquet and Svenson the 00^ expired 
per kilo averaged 2'49, 2'3S, and 2'56 com. per miniite. 
The consumption of Oj in these three cases averaged 3'29, 
3'17, and 2-97 c.cm. These represent normal values, Bot 
the figures which I have just cited are based on the total cell 
activities of the body, inactive fat being included with the 
active cells of the organism. If we estimate appi-oxiraately 
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the excess of fat in the obese individual from whom 
these resiilts were obtained, and deduct thia fram the total 
weight of the body, the values for the O, consumed aud 
the COa expired come considerably higher. There are some 
minor objections to this roixgh method of estimating the 
respiratory gas exchange carried on by the active cells, but 
when every allowance is made for these it is oleai' that 
there is no diminution in the metabolic activity of the obese 
01'ga.niBm, Ebnd that, in some patients at least, the intensity 
of metabolism in the active cells is even greater than in 
normal persons a.t rest. This increased activity of meta- 
bolism is probably explained by the exaggerated activities 
of the respiratory muscles, which are so commonly observed 
in obese persons in the resting state as well as during 
activity 

But while the obese patient shows no diminution in the 
inteufiity of metabolic combustion in the fasting condition 
he may react much less strongly to the influence of food 
than a noi-mal individual. Thus Magnus Levy found an 
average augmentation of 27 per cent, in the Oq consumption 
after breakfast, while Jacquet and Svenson found only an 
increase of 12 to 21 per cent, under similar conditions in 
one of their obese patients. Three hours after breakfast the 
increase in the consumption of 0^ still amounted to 16 per 
cent, in the normal subject, whereas in the corpulent person 
an increase was barely perceptible at this time. The influence 
of digestion exhibits itself normally in an increase of the 
COa output, as well as in the greater consumption of Oj. 
In an obese subject the CO^ output, like the Oa used, is 
much less augmented by a meal than is normally the case 
The observations on the respiratoiy exchange of gases thus 
indicate that the processes of combustion in the cells are 
much less actively stimulated by food in persona that are 
obese than in normal persons. The increased combustion 
that normally follows the absorption of food is also of 
shorter duration in the subject of obesity. In other words, 
the over-fat individual differs from the nornaal in that ha 
saves considerable food material during the period of food 
absorption. It has been estimated that an obese person 
may save 11 grams of fat per day in consequence of 
this diminished oxidation ; that is to say, II grams of 
fat which would have been burned by a normal person 
ider similar dietetic oonditions. Such a saving as this 
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would acoount, at least in part, fot the obesity of some 
persons. Juat how this saving of food materials comes 
about is not yet dear. Some writers, including Speck and 
Zuutz and v. Mering, attribute the noiinal increased gas 
exchange following a meal to the activities of the cells of 
the digestive traut which are then called into play, and it 
has been maintained that the saving of food material in the 
obese is dependent on a relatively slight stimulation of the 
digestive glands during digestion and absorption. Serious 
objections to this view have been raised. Fr. Muller has 
pointed out the fact that there is a striking difference 
betweeu the action of the carbohydrates and the proteids 
on the activity of combustion. Thus, while a proteid meal 
stimulates the intake of oxygen in a marked degree and tor 
a prolonged period, a carbohydrate meal provokes only a, 
blighi and transient rise in the intake of oxygen ; and since 
there is as yet no evidence that a carbohydrate meal imposes 
less work on the cells of the digestive tract than does a 
meal of proteid, we have no right to assume that the dimi- 
nished combustions of obesity are due to the diminished 
activities of these cells. In support of this criticism is the 
fact that injections of sugtbi* and peptone directly into the 
blood have been observed to occasion a. considerable increase 
in the consumption of oxygen and in the production of 
carbon dioxide. This increase must be independent of any 
action of these food-stuffs upon the digestive glands. 

The evidence at our disposal renders it in the highest 
degree probable that the increased activity in metabolism 
following a meal takes place after the absoi'ption of food, and 
that the differences in combustive activity observed in obese 
and normal persona are dependent on differences in the 
excitability of the cells that constitute the various organs 
and the muscles. 

Although the influence of exercise on the metabolism o( 
the obese naa not yet been sufficiently studied, the subject is 
one of such importance that I shall give you the results of 
the few observations that have been made. We are apparently 
justified in dividing our cases of obesity into two classes 
with respect to the way in which these eases react to eseroise. 
In those instances where the corpulency is not extreme anil 
the heart is not the seat of myocardial changes that distinotly 
impair its activity, the organism reacts to exercise much ■ 
in health. As in health there is an increaBe in the quant" 
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ot oxygen consumed per kilo, but the amount ot increase is 
greater in proportion to the amomit of work done than is the 
case in lean persona. Tliia increase in the consumption of 
osygen seems to depend on the load which the corpulent 
individual carries ; it resembles the increase which is observed 
when a lean person exercises with a knapsack or other load. 
Aside from the load in the form of fat, the obese individual 
does not work any less economically than a spare individual. 

The case is very different where the load of flesh is so 
veiy great as to .impede the aiovement of the patient, 
eapeoially if tile heart muscle be weakened through changes 
in the myocardial structure. Under these circnmstances the 
work done by the patient is uneconomical, for a slight 
amoynt of exercise has the same metabolic effect on the 
corpulent individual that a much greater exertion has on a 
normal person. Thus Jiicquet and Svenson speak of an 
obese person who consumed during active exercise a volume 
of oxygen which would have sufficed in a normal person for 
the performance of more than three times the work actually 
done by the corpulent individual. In the extreme degree of 
obesity the discomforts attending even slight exercise are eo 
considerable that we cannot wonder at the dishke of these 
persons for muscular effort. 

We may conclude from what 1 have now told you that at 
least some obese persons in the fasting state differ from the 
normal little or not at all in the activity of their metabolism. 
There is no evidence that in the fasting condition these 
people carry on oxidative processes less actively than do 
persona in health ; on the contrary, if we make a deduction 
for the presence of a mass of fat that is relatively inactive, it 
appears that the oxidations in other kinds of cells may be 
more than usually energetic. But, as we have seen, the 
conditions are wholly chfferent after the ingestion ot a full 
meal, for during digestion and absorption the corpulent 
individual's combustion is stimulated by food to a far less 
extent than is the case with ordinary people. Fat is thus 
spared and laid by in the body to a much larger extent than 
in health. The real cause of this fat-sparing process we 
do not know. There seems no ground to attrioute it to 
diminished oxidative capacities ot the cells. Thero is of 
course a diminished oxid&tion of fat, but this, like the 
diminished oxidation of sugar in diabetes, may be dependent 
gq the absence of some ferment which must hiai lay hold of 
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the food-stuff betore the cells can effect its oxiUation. 
is, however, mere conjeeture. 

It should be clear to you thiit even those corpulent 
persons who spaja tat in the majiuer described are amenable 
to the influeuce o£ dietetic restrictions. Considering this 
metabolic sluggishness, there is no doubt that the quantity of 
Food which would suffice for aa ordinary man is excessive 
for the subject o£ obesity. Kesiriet his food in proportion to 
his fat-sparing powers, and he will cease to accumulate fat. 
We thus see that in every case of obesity, whether or not it 
presents congenital peculiarities of metabolism, there must 
be a disproportion between the food eaten and the require- 
ments of the organism. 

It may occur to you that there is a. certain resemblauce 
between diabetes and obesity. In diabetes there is under- 
combustion of sugar, and the unused sugar accumulates in 
the blood and readily escapes thi'ough the kidneys. In 
obesity there is under -combustion of fat, and the excessive 
fat, not being removable by the kidney, accumulates under 
the skin and elsewhere in places which are esternal to the 
cells most actively engaged in metabolic processes. In some 
if not in all cases of diabetes and in some cases of obesity 
we may reasonably suppose that the process of splitting the 
sugar molecule and the fat molecnle respectively is impaired. 
There is no evidence that the cells of the body are incapable 
of performing oxidations normally. The sugar and fat 
molecules are apparently not oxidised because they have not 
been properly spHt or otherwise prepared for this oxidation. 
In each instance the defective and normal utilisation of 
nutritive material appears more or less closely connected vrith 
substances pi-oduoed by specific glandular cells. The removal 
or disease oi certain pan ireatic cells is followed by diminished 
burning of sugar; &e use of preparations of the thyroid 
gland is often attended by a diminution of obesity. Lasllv 
it is by no means rare for deficient fat combustion and 
diminished sugar combustion to occur in the same organism. 
This is shown by the frequeut association of diabetes with 
obesity, probably at least 10 per cent, of the obese being at 
some time subject to diabetes, while about one>third of all 
diabetics are corpulent. 

As regards treatment vou can derive your guides from 
what I have aheady said. In every case of obesity you 
must limit carboVL^dv&^i&a &ad. t^te, and if possible incri ' 
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■'exercise. Many of your seU-indiilgenfc and indolent patients 
will object to this, and youi- oharacter and tact will be put to 
the test in the effort to get your directions obeyed. If yon 
get httle beneficial effect from the simple regulation- of 
hygienic conditions, or if exercise seems harmful, you are 
justified in trying the effect of giving a preparation of the 
thyroid gland of the sheep. 

I say you may try the effect of administering thyroid 
gland, for there is m fact no certainty as to the results to be 
obtained. This ia because individuals react very differently 
to the preparations of the gland. Whereas some obese 
persona remain virtually unaffected others show a, rapid 
diminution in weight under the use of moderate doses of the 
gland or its extract. This diminution in weight is not 
accompanied by any sense of weakness, but is on the 
contrary usually attended by a feeling of wellbeing. In 
some instances the administration of thyroid has been 
followed by the relief of dyspnea. The mental hebetude and 
somnolence of some obese patients have also been quickly 
dissipated in consequence of a course of thyroid treatment. 

Although numerous studies have been made of the effect 
of thyroid treatment upon obesity it cannot be maintained 
that we have a satisfactory conception of the nature of this 
therapeutic effect. Some facts, however, stand out clearly 
enough. 

In the first place it is evident that in those corpulent 
individuals in whom thyroid treatment is most effective, the 
metaboHc processes are greatly stimulated in consequence of 
the administration of the gland. You will remember that I 
emphasised the fact that in some obese persons there is a 
pronounced failure on the part of the organism to react in a 
normal degree to the stimulus of food ; a failure which finds 
expression in a consumption of oxygen and an outpat of 
carbon dioxide much below that which should occur in a 
state of health. Now the stimulating action of the thyroid 
on metabolism shows itself in the markedly increased con- 
sumption of oxygen and in the increased output of carbon 
dioxide that occur under the influence of a meal. The very 
patient wha has habitually reacted only slightly to a meal 
rich in proteid quickly reacts to food in a wholly normal 
degree under the stimulating action of the thyroid gland or 
one of its preparations. Whether the therapeutic action of 
preparations of the thyroid gland is limited to aviot a*.^Ks. Q^. 
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obeeity as are cbaracterised by a, babitually sluggish reaction 
to food it is impossible to state at present, but it is reasonable 
to suppose tbat the thyroid treatment would be less efficacious 
in the eases of corpulency where the gas exchange is nearly 
normal than in those where it is much less active that normal 
under the infiuenoe of food. 

The loss in weight that occurs during the thyroid treat- 
ment of obesity is attended with an increase in the volume 
of the urine, A daily increase of 500-600 c.c. in the volume 
of the urine has been noted even in oases where the daily 
intake of water has remained the same as dming the period 
antecedent to the use of a thyroid preparation. This diuretic 
action of the thyroid treatment is due to theincreased formation 
of water within the organism. The increase in the formation 
of water depends, of course, upon the increased combustion 
of Eat or of carbohydrate material destined for synthesis into 
fat. You recall that the end-products of the combustion of 
fat are water and carbon dioxide. When the combustion of 
tat is increased, as under the influence of the thyroid gland, 
the increased formation of water in the cells causes an 
augmented How of urine, and the increased production of 
carbon dioxide results in the greater expiration of carbon 
dioxide, to which I have already called your attention. The 
loss in bodily weight is nearly accounted for by the increased 
production and ehmination of water. 

A small portion of the weight lost under the influence ol 
thyroid therapeutics !■* due to the loss of nitrogen fram the 
organism. Thus a patient previouslyin astate of nitrogenous 
equilibrium may excrete 3-4 grama more nitrogen (equi- 
valent to 6-8 grams of urea} under thyroid, the diet re- 
maining the same. It is claimed by some observers thai 
the increased output of nitrogen does not correspond to an 
increased combustion of cell proteid, but depends on the 
accumulation in the blood of nitrogenous product of 
decomposition. Without entering into a discussion of the 
evidence relating to this contention I may say that tbe 
observations of tlie best workers give strong support to ibe 
view that the increase in nitrogen output is dependent ou 
the increased combustion of celt proteid. IE we admit this 
to bo the case it emphasises the necessity for caution in the 
therapeutic use of thyroid gland in corpulency, for the lupi^ 
and continued waste of cell proteid means loss of sti-en, 
A small loss of nitrogen cannot, however, be regarded a 
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practical objection to the employment of thyroid extract 
provided we guard against a loss which impairs vigour and 
the sense of wellbeing. 

The restriotion of the use of fluids in the treatment of 
obesity has been extensively practised since it was originally 
recommended by Danoel, a French military surgeon, who 
noticed that the free use of fluids favoured the development 
of large bellies in horses. Careful observations on man have 
shown, however, that the influence of fluids on the aocumu- 
lation of fat is small and uncertain. In some instances, 
indeed, the withdrawal of a considerable amount of fluid 
from the dietary results in a reduction of the appetite, and 
thus helps indirectly in the reduction of the adipose. When 
this effect on the appetite does not follow the restriction the 
lOBB of weight is transitory and dependent on the withdrawal 
of water from the blood and cells. 

A moderate restriction in fluid is sometimes beneficial in 
corpulent individuals with weak heart action, but it is 
questionable if the total daily amount of fluid should ever 
fall below two pints. 

A certain method of reducing the weight of obese persona 
is the persistent and free use of cathartics. By means of 
strong salines it is possible to prevent the absorption of food 
to such an extent that a rapid loss of fat is brought about. 
The great objection to such a method is the danger of 
setting up a chronic gastro -enteritis which ultimately injures 
nutrition and causes general debility. 

The means which I have mentioned, it intelligently and 
insistently used, will suffice to cure your patients of obesity. 
It is by no means essential that your patients should go to 
watering places or take special cures, but it may be con- 
venient to have them do ao in some instances. Do not try 
to reduce the fat too rapidly — a loss of 2-4 lb a week is 
safer than a more rapid consumption of fat. Obese patients 
who have heart disease or who are extremely autemic must 
be specially oared for, and it is necessary to be cautious in 
racommending exercise for such patients. 
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Fruit sugar, 48 
Fusel oil, 166 



134 ^^H 

83 ; chemiMJ^^^^ 



GSLACTOHK, 39, 284 

Gastric atony, 266 
Gastric digestion, f 

pathology. 238 ; action e 
teidfi, 78 
Oaatric dilatation, 366 
Gastrio motility, diaotdors, 265 
Oastrio secredon, baotericidd 
action, 3 ; disorders, 24S ; efleot 
on starch digestion, 41; fer- 
ments, 254; hydrochloric acid, 
345 ; charaeteriBtioe in starva- 
tion, 423 ; mucus, 2G4 ; normal 
secretion, 245 ; water, 258 ; 
treatment of disorders, 259 
Gastritis, 185 

Oaatro-anccorrhcea chronica. 270 
Gastro-suceorrhoja periodica, 253 
Qftstroxynsia, 353 
Gelatin, 78, 100 
Globin, 88 

Globalioidal action of eerum, 5 
Globulins. 16, 76 

Glucose, 24, 37, 39 ; fermentation, 
177 ; influence on muacle 
fatigue, 47 
Glycerin, 53 

Olycero-phosphorie aoid, 90, 233 
Glycooholic aojd, 275, 324 
Glyoocoll, 215, 376, 335,_ 340; 
combination with benzoic aeid. 
28 ; formation from gelatin, 100 
Glycogen, 10, 43. 46. 61. 351 
Glycogenic function of liver. 351 
, Glycolytic ferment, 381 
I Glycosuria, 353 ; in hepatic dis- 
ease, 351 ; after extirpation of 
pancreas, 379 ; after injuries to 
I nervous system, 381 ; alimen- 
tary, 371 ; from phlorhiein, 373 
1 Glycuronio aoid, 27. 41. 207. 377 
I GranuJo-baoillus saooliaro-butyri- 



^,181 



HffitUTis, 143 
, Hrematoidin, 311 



J 



p» 


i^^M 


IHBBX 467^^H 


Htemoglobin, 6B, 76. 142. 276 


1 Inanition, ohronio, 432 ; in malig- 




nant disease, 434 






HaraoflideriD, 144 


, Indiean, 208. 287 ; olinio&l Bigni- 


Haptophore gioups, 10, IH 


, oance, 210; excess, 209, 210; 




influence of colon baoilli, 212 ; 


HBmi-paptone, 82 


intensity of reaction, 209; in 


Hepabo diseaae, 308 -, chemical 


EtarTStion, 424 




; Indol, 208 ; detosieation, 2(1, 355, 


dicatlona, 366 


3S8, 361 ; from lyroain, 101 ; in 








207 : in tryptio digestion, 283 ; 


HeiobftBes, 69, 73 


oiidation, 22; toiio properties, 


EesoBee, 36, 69, 70; amido- 


22 






Hippuric acid, 38, 215 


Indosyl, 22, 26, 201. 208 


ffiBtidin, 69, 70, 83 


ladoiyl sulphate of potassium, 22 


Histoneti, 68, 77 


27 




Indoxyl sulpbimo acid. 201, 208 


Honjadi J6dob, 134 


Intor-body. 17 






Hydrochloric acid o( gMtrio jnicB, 


Intestinal antiseptics, 230 


oombioed and tree, 249 ; CDUdi- 


Intestinal digestion, 83; disorders, 




274 ; their inflnence on urinary 


nisbed or impaired secretion. 




184; effectB of diminished 


287 


eecretion, 210, 250; eiceasive 




Beoretion, 185; functions, 24<J, 


299; disorders, 293; inQQence 


afiO i Pawlow'8 BiperimenlB. 248 ; 


of biJe, 276 


relation to Hodium chloride in 




blood, 120, 121 ; aignifieance of 


275 


absence, 251 


Intosication from aoid, 32 ; gastro- 


Hydrogen, 188, 214 




Hydrogen sulphide, 215 ; itg pro- 


lodine in tliyroid seotetion, 145 


dactioD, 216 


Iron, 137; abaorpUon, 139; 






Hjdrotbionui'ia, 215 


tion, 141 ; course after absorp. 


Hjdroxy-acids, 211 










outgo, 140 ; in tood-stuEta, 137 ; 


eflectB, 389 






molecule, 75 ; organic and in- 




organic, 138 




Islands of Langerhans, 383 


ICTEHOR HJEUAPHEIC, 320 




Immune body. 17 




Immunity, 9 ; active, 10 ; Ehrlioh's 




theory, 10; passive, 10; phago- 


Jauxdioc, 308; elinical pheno- 


cytic theoiy, 14 ; aide-ohain 




hypothesis, 11 
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Kephtb, 93 
Keratins, 78 
Eetonea, 38 
Eetosee, 39 
EisHengan waters, 133 
KollagenB, 73 
Kresol, 201. 203, 207 
KumjSB, 48, 93, 94, 157 

LiCTic iciD, 19, 41. 48. 167. 177, 
2!I4 ; from oarbohydrateB, 41 

Lactic aold bacilli, 40, 174 

Lfustio fermentation, 10, 178 

Lactose, 177 

Lteiulose, 39. 48 ; in treatment ot 
di£,betea, 409 

Leoilhin, 53, 36. 96, 223 ; in bile, 
275 

Lecithin sagar, 373 

Leucin, from gelatin, 100 ; In in- 
testinal putrefaction, 80 ; in 
phosphoras poiBonLng, 349 ; in 
tryptio digestion, 69. 71, 82, 
283 ; formula, 340 

Lencoo7l«B. antitoxio aotiOD, 14; 
baoCerioidal action, 5 

Lenooof tosis, arBenio poisoning, S4 

Liptemia, 388 

Lipanin, 63 

Liver, totion on alkaloids, 3G6 ; on 
bacteria, 362; on baaterial pro- 
dnota, 357 ; on luetala, 356 ; 
antitoxio function, 351 ; bilitiiy 
[unction, 376 ; gljcogeuio tuna- 



MAONEHrUU, . 

tion in starvation, 429 ; nentral- 
isation of acid, 32 



Menthol, 27 

Methane, 29, 188, 214 

Methylation, 29 

Methjl indol, 201 

Methyl mereaptan, 215 

Micro-organisms in 
tract, 173 

Milk, 85 ; bnttermilk, 93 ; con- 
densed, 91 ; dietetic uees in 
diseaae, 87 ; disadvantagee, 87 : 
fermented, 93; aa a food, 85; 
influence on excretion of uric 
aoid, 87 ; infiaenoe on iDtestioal 
putrefaction, 86 ; Pasteorised, 



Milk lat, 62 
Milk sugar, 39, 48 
Millon's reaction, 74 
Mineral waters, 131 
Monamido-aoids, 67 
Monoeaoobarides, 39, 40 
Mucin, 71, 76, 240 
Muoons colitis. 992 
Mucous gastritis, 261 
Mucus, gastric, 264 ; intestinal, 
293 



Naphthoi,, 37 



mm -m 


^P 436 ; exacetion in starvation, 


Peptones. 19, 78, 79. 80, 82. 283 ^H 


1^ 420 


Feptoniacd milk, 90 ^H 


ITormal solutions, 111 




Nuoiein, 77, 99 


PeristalBis. See intestinal motiUty ^H 


Nncleinio aoid, 77 


Phallin. 35 ^H 


Node ins, 76 






sulphuric aoid, 27 ; detoiioation, ^^ 


Nncleo-protaida, 20, 71, 75 


26, 35S, 368, 361 ; derived from 








taction, 79, 201 ; in staryation. 


Obrsiti, 41S. 440; cause, 442; 


424 ; in tryptie digestion. 288 ; 


treatment, 448 




(Edema, 108 


Pheoyi -acetic acid. 214 


(Edsma lympb. bactericidal action, 


Phenyl group, 51 


7 


Phenyl -propionic acid, 214 


Olsic acid, S3 


Phlorhizin, 46 


Olein, 62, S* 


Phlorhizin diabetes, 352, 372, 373 


Organic acids, estimation in urine, 


Phosphates. 109, 116; absorption. 


S92 ; in diabetes, 397; in foods, 


137 ; excretion in fevera, 130 ; 


168 ; OKidtttioB on orgBnism, 


escretion in atarration, 428 


167; increased indigestive die- 


Phoaphatnria, 127, 129 


orders, 286 




Orthophoaphorio aoid, 115 




Osmotic pressiu'e, 113 


127 ; in proteid molecule. 75 


OmUo acid, 1B7 






Plasmon, 95 


Oittlnria, 182, 194 


Poison, its nature, 35 


OxidatioQ, 19 ; theory of action, 20 


Polysaccharides, 39 


Oxy-acids, 19 


Potassium, excretion in acid in- 


Oir-bntrricaoid,e,34,398 iestima- 


toxication, 32, 392 




Potassium carbonate. 114 








Potassium salts in food. 122 


Palmitic acid, 32 


» - oxy - phenyl - amido - propionic 


Palmitin, 62, 64 


acid, 71 




Proenzymee, 2S0, 254 


aao ; caaees of diminution, 281, 


Protamina. 70 








Proteid food, 84 


fata. 83 ; lourth ferment. 284 


Proteid molecule, 66 




ProteidE, 66; absorption, 30; 


Para-oiy-pheoyl-aoetio acid, 214 




Para-oiy-phenyl-propionio aoid, 


84; caloric value, 83; oftlorio 


214 


yield in Btarvation. 420 j chemical 






D-dioxybeniSol, 322 
Panta-methy! -diamine, 219 


76, 77; cleavage prodoctB, 68; 


digestion. 83 ; gastric digesUon, 


Pentoses, 40, 71 


78; general reactions. 74; in- ^^H 


Pepsin, 354 


testinal digestion, 79; tryptie ^^M 


Pepsinogen, 2S4 


digestion. 69 ^^M 


Peptic digwtion, 88 


Froteids ol meat, 97 ^^M 
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Protein b'&em, 77 


Side-chain hypotheaiB, 11 ^^| 




Skatot, 74, 301, 203, 207, 293 ^^H 


Proteolytic ferment, 382 


Snake poison, 35 ^^^1 


Ptyalin, 40, *8. 240, 342 


Soaps, 53 : absorption, G3, 54 ^^H 


Ptyaliam, 240 




paina water, 134 


Sodium cUoride, 113, 118; JS^M 




sorption, 114 ; effect of ledncea 


digeetiye trwt, 173, 199; in 




intestine, 1190, 423; treatment, 


renal aeoretion, 122 ; relation to 


23S 


secretion of hydrochloric add. 


^^ PutMBoin. 219 


120 ^ 


^H Pyloric BtenoaiB, 2G7 


Somatose, 99 ^^M 


^H Pyndin, 39 


Spmdel water, 133 ^H 


^H Pyrocatechin, 222 




^M 


240 ; pancieatio digeatlon, 41 ^H 




aiarvation, acute. 244, 416; in- ^^ 


^H Bacoczy wirmt, 133 


fluenoe on blood, 424; on 


^M Beoeptoi^. 11, 15 


digestive tract, 432 ; on tempera- 




ture, 423; on urine, 425; on 






Reichmann'B diBaase. 270 


Steapsin, 380, 382 


Rennet ferment, 254 


Stearic aoid, 62 


Bennot zymogen, 364 


Stearin, 52, 64 


Eannin, 351 


Steroobilin, 174 


^H Respiratory quotient in starvation, 


SteriHsation, milk, 91 


^K 421 




^H Kioin, 11. -65 


tion, 433 


^H Rnbinat water, 134 


Sugar, arabinosB, 40 ; butyric add 








proteid, 70; from fat. 61, 62; 


^^M SiccHAitiira, 51 


malt sugar, 89; pentoses, 40; 


^^H SacchaTomyoeB, 177 


wood sugar, 40; lylosa, 40; 




oiidatioa, 31 ; in urine, 25 


^^ Salinin, 71 


Sngat in blood, normal, 373; in 


Saliva, 40. 240 






poisoning, 373 


240 


Sulphates, 114, 127, 129; ftromatifl, 


Salivary eeoretion, diminution, 


combined or ethereal, 900; ex- 


341 ; increase, 340 ; in starva- 




tion, 422 


Snlpho- cyanic acid, 240 


Salts of food, 108 ; absoi'ption, 113 




Saratoga waters, 134 




Sarcins, 174 


215; its production, 216 


Sarco-Iactic acid, 42 


Sulphuric add, excretion, G7, 139, 


Beoretians, internal, 19 


429 




Synthetic processes in calls, 42; 




detoxjcaling aoliion, 2S ^^ 


origin, 224 




Serous atrophy of fat, 59 






Tahtario Acm, 167 ^^H 


Serum therapy, 17 1 


Taurin, 375, S3fi ^^^m^^M 




Tetanus 

Tetra-methf len-diamiD, 210 

Toluol endinmin poisoniDg, 313 

Triglyceride 8. 52 

Triolein, 32 

Tri-oiy-phenjl-propionio acid, 221 

Tcipalmitin, 52 

Triateatia, 52 

Trypain, 79, 280, 2S2 

Tryptic digestion, 69, 83 

Trjptio ferment, 53 

Tryptopban, 283 

Turpentinol, 37 

I^rosin, decam position ptoduotB, 

208 ; in intestinal putiefaction, 

79, eO;inphoBphi 

349 i in tryptio digestion, 69, 71, 

82, 288 ; products at ' "-' 

tion, 214 
Tyro-toiicon poisoning, 224 

^^b Undeb-kctbitioh, chronic 

^^M 434 ; compariaon with 

^^P Conn, 436 ; degree compatible 

^^* with life, 438 ; influence on 

digestive tract, 437 ; on urine, 

437 ; nitrogen eiCTetion, 43<) ; 

reconatrnctive processes, 43S ; 

treatment, 433 

Urea, 100, 839; ciuninntion in 

hepatic disease, 330, 344 ; lonua- 

tion in lirer, 28, 340 ; from 

ammonia salts, 341 ; from amido 

adds, 340 

Uric acid, 77, 78, 99 ; in iatestinaJ 

fermentation, 193; in putra- 

laction, 286; relation ot livai to 

its production, 348 

^^H UriQ acid diathagiB, 194 



Widal's 
Wines. IBS 
Wood sugar. 40 



Xanthis, H)9 
Xanthin bases, 77 
Xanthopsia, 330 
Xylose, 40 



Tejbt, 177 

Teast (enneiilation, 3fl, 177 

Teast orgftniBmE, in digestiTo I 
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